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mmm 

fc£/£i:©§S&fco^T©0f&fc^ < ft^nrv>S (Barrett 
AJ,SalvesenG,etal(eds): Proteinase Inhibitors. Amsterdam, Elsevier, 1986) 0 

3ISiBiroJlil«[«B -11*^*^5 hD>t> x XIIaH^ XIa XaS^< 
IXaS^ VIIaH^-SN 7*7^ fcf&r^ X 5. J V'sT?**-*-, <>d 

>ror7- Bi»H4bTV^Si:#i^>i^T^^S(gBa«^*,#lR 
E^©*«)*x 189. 9-14, 1999) „ U yru^T-Wt^fcRfo^Z 

*#«UT*0x *»W«B*J;V*-3S»*^ISC1K Cls, factorB, factor 
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m mm, 45, 671-678, 2000) izmt>z masp-i ^vw^-z *k *©c*«hh 

ff£ffffll&©j8K&&5B? HGF (Hepatocyte Growth 
Factor) tt % i/^;^^ K3W»A*nT, Pro-HGF fcLT«^tl#^£*i 
fcgL Hr 'J >7'D^r-^$ ) 5 HGF ^^-^-j-j; !>12Jar**LTSM&e 
^S-S^t«fcD^LfcfigMOHGF^^nSo i©^%«B«*Hfb. 

-•BffitettttmSftfc^. U*UH6F©|ffj(|JB'lt«[^ffl-?>«*ilpfls!(^ffl©.ffitt«- 

W ±© <t ? fc H -fe "J > 7D i tft V > 7*D T 7 -- te* ft H -f 

#«TMftiSta-,t*l), E^p D ai:bT^bTV^<±T•S^3l^JM©^ 

©MIWffcfTfcofcfciL^ £H0©*y>7'D7 l T-«t:«#*nT^*E5!l 
T^SCfcffWjjJLfc U©*D->£ r hC -PLACE1009992j ttHZLtc) 0 £tz 



> 
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(d©*D->£ r m C-PLACE1009992j tfii&Ltzo t h&£lF?$Z(D? U-> 
*»«iUT r C-PLACE1009992j tVfit&)-o C-PLACE1009992©&Sifci:s MA© 

#fg0J3«U ^mta-t *)y7u r-T—VfflWi. 6 MC-PLACE100999245 <fc Xft&W & W 

(1) TIB (a) 1?t> (d) OU-rn^{zIB©cDDNA> 

( a ) : 2 £ (i 4 £ BESS© T ^ J mm fr&fcSSajtfcri-K-TSD 
NAo 

(b) I2?Wf : l*fe(±3CIS«OigSiB5>J©3-fffatS*$trDIIAo 

( c ) 1B8I«? : 2 $ fctt 4 £fBl&©7 3- y KEfllC*^ 1 g t < (i}£2&©7 

%;Wi&w$k, nx. &£v/$Ltztii:mQLtzT$;m&i*Gu mm 

« : 2Sfctt4tffi«©7'$>'ttE5«A»&fta«eKfc*ltB«K:Hi?3Si;fian 
*3-H-fSDNAo 

( d ) e?u#* : i *fc«± 3 cia*©*asE5ij* sonant, h y h & 

^TTv W 7 U *W X U EflIM : 2 * fett 4 (cgBm©^ ^ y KG^Jjp *> ft 
*fiSHi:*«6WK:H«S&ae»*3-'l<1-*DHA. 

(2) IBJWf : 2&fctt4fcffitt©7S,'RE5Ufr&fc5gSJfc0SS# 

(3) (1) *fett (2) tB«oiMIAK:J;»)3-K*ix*Sia»*fctt^ 

(4) (1) *fctt (2) £§3m©DNA#*fA£nfc'<**- 

(5) (i) ^t<tt (2) izmmcomh£tz& (4) tiB«©^^^-* 

(6) . (5) izimomnmtm^m^xm&nttzii^y^^^m^ 
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(7) (3) tSBttOSejISfctt^r^Kt^rsttfls 

(8) E*l#*: l*fett3fclfBttcD«iB5U^^&5DNASfctt^CDffiM 

O) (3) £mm<Dme3nfc%&tzit^<Dz?i)-=y?%% i x-& 

SIS* is«ktf 

(10) (1) ^b<(± (2) {zgBig©DNA, (3) t8B«©gajt«u< 

ttautma* r C - PL ACEi 009992 j **wosestt^ 

Stl5t H**®C-PLACE1009992 ( rhC-PLACEl 009992 j tto**). afi*©^ 
'■E*tl!*l« : 2£, «MK*a-lt1-*cBIIAo«»i!W*BW» : 
lfc*f. VTi7^^*0C-PLACElOO9992 ( r mC -PLACEl 009992 j b*tZ) ■ 

*E9J#*: 3fc** 0 C-PLACE1009992££?fcJu -fe y >7Dr7- 

■ *3-K1"«. C-PLACE10099923I£?Ji > M»A0»*fcifc«l,T77I^W 



WO 01/09349 



PCT/JPOO/05062 



5 

C-PLACE1009992SfiJtBu &&Zm&ntLX, $fc**S©»a*i: LTHK 

=ri— *5 A&fHJfflbTS3§St*5£i:#T*#€> (Current Protocols in Molecul 
ar Biology edit. Ausubel et al. (1987) Publish. John Wiley & Sons Sectio 
n 16.1-16.19)o 77-f -T^-WRCffl^SlattHU ■XVtU-j-Jltfitire&ry 

({FflxJis r 0n the fidelity of mRNA translation in the nuc lease-treated 
rabbit reticulocyte lysate system. Dasso,M.C. , Jackson, R.J. (1989) Nucleic 
Acids Res. 17:3129-3144 j #Ra) ^^©gSKfcfi^T^C: tt> 

#SPJ3tw«u *||^(i^J^Ci3V^-C|5I^^nfe b h^3feCDC-PLACE1009992gaiil 

2£fctt4£fE©0C-PLACElOO9992gfift0£g#, *tD^ AVT>b&£ 
ddT r^^tlel^j fctt, #£<£:&SgSfftfC-PLACE1009992 
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. ^.y^-f v-*fc Hffl/felittfcl/Ttt% (Rogers>J et aL 

Proc.Natl.Acad.Sci.USA,89 5 10016-10020,1992) *7)Wy,^ ^-m%&0®® 

t^mtixuze-Tiuj vw&wonm (m wm ®, sat ® 

R 189. 9-14, 1999) t^&L£*£lj3?PW t>nz o 

ffl^W^g^^^(Current Protocols in Molecular Biology edit. Ausubel 
et al. (1987) Publish. John Wiley & Sons Section 8.1-8.5))^Jffl tTWK 

i:<tD4t^i:^S 0 z<D£ *> t*fmm<z a^xm^titz 

Btt*n. SJIfttt, ftSWCtt, SOT^ftttrtWD, fffcKttlO^' 

fc**ttKft*r*T$y«T**c tWfa , u , o M ^ AlaN Vals Leu ^ j 
le, Pro, Met, Phe, Trptt, gCMUS? ^tCMdns^ EUfcttfe 
tt***-r*fc#A6ft*. **«ttfcl/OJU-Gl* Ser, Thr, Cys, Ty 
r, Asn, GlBWtfftn*. M£7*./ft2: LTtt, Asp£J;tfGlu*P\ Jg£ 
tt^^^KtLTtt, Lys, Arg, His*t#Sfefe,ns 0 
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©/W V 4 M— i/s >&ii(Current Protocols in Molecular Biology edit 
. Ausubel et al. (1987) Publish. John Wiley & Sons Section 6.3-6.4K&S 
V*ti jlfe^-ttGllftffij (PCR) (Current protocols in Molecular Biology edit. 
Ausubel et al. (1987) Publish. John Wiley & Sons Section 6.1-6.4) 

*nfeSaK*3-K1-SDKA(iB5!I«: lSfctt3) £fctt*©H»47D- 
7 k. bt\2fcS ^ttl^DNAi:#P ftfc ^ * 7 U ^ -f X t * * 'J * * U H * X 

7-rv-^uT> ^DNAtM^yu^x-r^DNA^M-rscifc^-c-^^o.^e 

o fc&UBfcttx *J0li«6:*^TlRl^*nfc«eKi:HI»O«MB*»-r*IHDs 

ine>«eii*3-i*-rsDHAi:A>f xu^>f xrsDNAtcj:»)3-if*n5gfi 
tK 77K ^-y-^ ^^^©Mtttt^if^nstf, cm 

«li6(l9tB«*IflJlS3.- KtSDNAftWr Sfctt©->W *W 
3>OX h ij>yi> r-fclfefrfck Mm TlxSSC. 0.1% SDS, 37°Cj gfiT* 9* 
ctOKbl^ftfc.tTtt ro.5xSSC, 0.1% SDS, 42°Cj 8lTC»?K S6t*U^ 
IfeftfcbTtt ""O.lxSSC. 0.155 SDS, 65°Cj «jrCife!K >W X U ¥4 -B-S/a > 
©&#*** b < & 3 S if 7" d - fc»l,vffl Pitt DNA©#St ft ftlft b 

?5. <iu ±i3ssc, SDS*«kviaaEo^©«a^to-e-fci:«i^T*?)x 
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s 95%W±) CDiE?'J©|B|-ttS}gfo T^ttEaiOfcHtttk BLAST XfciSfc 

LTfcL **BW©SGH*3-KL3 5*©T*ft«, «©jBftC:tt£MlRtt& 
<> cMA©flk >f J ADNA N flS^ritDRAft iftftSliS, *%BJ|OgeS 
*3-KL-55ISt), »£Wre©»fifc:aS:3 < fi«©**Eai £*1-SDNA#£* 
*»l«©«ejt*3-KrSDNAtts ±I3©J:-5(3> iB3Wf: l£fci±3 

*-ne,DNAEwo«*t^§saifbfe7-7^-7-*fflufcafi^jt(ga ( PC r 
) ^©m& t ct d s i t ^pji^t-^ s o 

t5.*J6«©/<^^-kLTtt, #AUfeDNAS$^t:««f-r5*©Tf*nK1$ 
-i:LT(ipBluescript^^^-(StratageneM) fcifiMfg- u> 0 *&BJ3©§ 
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tg«»fc:mt£&mT&ftlipME18S-FL3^*- (GenBank Accession No 
. AB009864) ^«Jffl#tiJ^S«a"C*njfpME18S'<^^- (Mol Cell Bio 
1. 8:466 -472(1988)) fc, #»C^S£fc#?SS. **W©gfiSS:3- F 

JtS (Current protocols in Molecular Biology edit. Ausubel et al. (1987) P 
ublish. John Wiley & Sons. Section 11.4~11.11) fc«fc Dfr 3 So. 

^*KSK3B©fc»©M£*H\ in vitro£«fctfin vivo©S^^tfftS 0 in vitr 

if e>nso KttifffljB*fi6ffl-r5»^ ttM& m«]u& 
eitffli^s^fc^-css. *«w©?s±»ijiat:tt, c-pucEi009992s.fi 

K©«W6»«f^>C-PUCE1009992a 6 H£*iJffl U fc *©«M6IBS«"J^«W6(EJtffl© 

u-->?©fctt£ffl^sBW©aiiis*^siT,ao *£iua^©'<**-* 

ABU WiK* 'J >'tt* AttlR& flSM'W^JLi* (Current protocol 
s in Molecular Biology edit. Ausubel et al. (1987) Publish. John Wiley & 
Sons. Section 9.1-9.9) % U*7x^**>& (GIBCO-BRL*±S£) s v-f *n-f 
>5> a if (Dfi&X'ft 9 C ^^Rj^T'S) 5o W&U&fcfr h ©C-PUC 

E1009992£BR©H9GU*. ^«#t^»©SeH©^K • »Sli£**'Jffi LTfrfc 

#8BJ3fct£fc, 1 $fc(i3{zl2©©ME?'JA i ?)'5cSDNA^fc{i^© 

o rffiUftgj A:T> C:C©ifiS»*6»ft52*«DNA©-^©g|t:»r 

Sft*©«*fir« Sfcx r «*Wj tit. >Ptt< 15<1©^ Ufc 
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'j>ft < *8« , «t t) «F* L < (±90X \ * & Cff * L < »95% a±©JMBEJg± 

©« ratt *#rntti ^. *§ we« r a a suxdtji y x a fct^iHi* tie 

«Lfc*©*ffiffi*-ftttj;^ 0 
-©J:-5fttf 'J*^;*^ Kt±, *^B^OSeM^rr-h*-rSDNA^^iB, ijigf 

TfiJfflr*ii:tfqriBTf*a 0 ^-fV-fctrffl^Sfll^CttH 15bp-l 
OObp, »SL<ttl5bp~35bp©jgg**-r5 0 7D-VfcLT/8l^S«te 
tttx *3SU8©DNA©'J>fc < fc * -ffi=g u < &±{®CDmWZm U 4>ft < t * 15b 
P©«*©DNA#ffl^*,iT.S„ 77^V-atffl^5i^ 3' «<Z>«*tttiffl& 

t? » z&m&$> % &s 5' out ttftyegpssttEsi** ^ft if zttMtz a t #r- 

&S\zmzttzV>lz, 0>ft<2:*i5bpfii± % »SL<i±lOOhiK L<« 
500bptt±©«ft*L, »SU<tt2000bpttrt©«fift#f*. d©<fc-5ftT> 
«itfv.EJ>J«: l*fctt3{zE«©DNA©E3»Jfll«*«t*^* 
0*:*-*-r-i£ (Stein, 1988 Physicochemical properties of phosphorothioa 
te oligodeoxynucleotides. Nucleic Acids Res 16, 3209-21 (1988)) ftif£«fc 

*«W©DMA**©7'>^-fe>^Ctt, at&?ie«^©i6ffl*»#*6n 
5c ^^©DNA^JfflLfcigfe^^TOtT&S^tUTtts ^>J^Ks 771/ 

* Ho^;b^^- 7ry^A^^- N ^tVE^-OM^ 

* -ft if© 4 * _. ^ 7 - A ft if©* e;^ ^ ^-tj, £ % mm 
UT> ex vivo^in vivoifcft if£«fc DH#^#$fT^.K«t^o 
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fflsts^u^rf- k t r^mt zztizzsmzzt &*smx 

(Current protocols in Molecular Biology edit. Ausubel et al. (1987) 
Publish. John Wiley & Sons. Section 11.12—11.13) , t;^D-t;b 

C^^T^S (Current protocols in Molecular Biology edit. Ausubel et al 
. (1987) Publish. John Wiley & Sons. Section 11.4 — 11.11) <, 

n<bm& no^mmn^mmm^cD^ • im t mm f -s z t * 6 n 2. 0 11 

^P^-f >^ fcgtfcfc. ELISA^©^ffi(Cj:2>*%B^©gSM©^tii^ilLT 

fcfcMfc?*m&mzm\Ltz-?^X mtUX, r Fu nctional transplant of m 
egabase human immunoglobulin loci recapitulates human antibody response 
in mice, Mendez, M.J. et al.(1997) Nat. Genet. 15:146-156j #hs) izft&t 2> 

M^£m®*m^tcMfc?®WiZlz&^Xffl®l1-ZZb&X'£Z>(Hethods in En 
zymology 203., 99-12K 1991 ) ) e 
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*■ l*fclHftK**«a**sxs % (b) aSfiKSfctt*©®^?-* Kt* 

ft^<©&».©^iSft«fflr4c:l:*»TSS c BIACOEE (Pharmacia^) 

a £©«£«■*«« ut, *«w©geRfc*^b^«jfc©is^*ifiisrac: 
©*««k ^fg^t^, a*^:r*i\ *^^fc£#*tr&*i«.. 

fiTtt»a^*#tfi»o*acj:t>ffi>^«. «#©«s 
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m 1 (is C-PLACE1009992 i:ffecD-fe U >7d?7- if £©-fe U >rDr7-tf • 

02Jis pcDHA3.1(-)/C-PLACE1009992/HycHis©*iift^UfeH-C»ao 
mSlts pENTRIlA/C-PLACE1009992/MycHis©«ji§^bfeHT-*§o 
Bl 4 (is pDEST8/C-PLACE1009992/MycHis©$jg£* LtzmX'$> So 
05(is t h*«tU t vH 7 ^a^©C-PLACE1009992©7'<>'KiE^IS^JbfeS 
T*&3o 

El 6 (is 0 5©^^©HT-$)5o 

0 7 (is t hffi*C-PLACE1009992fcBB«I©vi>^ESTiE5!l&e5yUfeET-»S. 

0 8 (is i70il©it^5» 
H9(is 0 8©^^©ElT»$)?)o 

01 Ottx H9©fc&©EI"C&3o 

%w^n«i-rsfe«)©g^©?Kag 

C:|&;g£ft3t>©T*Jifc^o ftfcW&ff&^W^ttN &*D©£i£ (Maniat 
is, T. at al. (1982) : "Molecular Cloning - A Laboratory Manual" Cold Sp 
ring Harbor Laboratory, NY) fcft^T^&SMT'&So 

immmi] ^'jj+tfTsswit hj^n^^ccDNA^^r^u-© 

t rJ&^£fl$iDs Molecular Cloning, A Laboratory Manual, Second Editi 
on, Cold Spring Harbor Laboratory Press ( 1 989 )IB^© £&(::«£ DmRNA£$iii 
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btzc $<blz. Molecular Cloning, A Laboratory Manual, Second Edition, Co 
Id Spring Harbor Laboratory Press (1989)!3f5©£i££ LfctfoTs *V3(d 
T)t;bD-x*7A (Collaborative labs) poly(A)+ RHA£»8l,fc. 

t£poly(A)+ m*r) s *i)3*w7& [M. Maruyama and S. Sugano, Gene, 
138: 171-174 (1994)]fc«fc OcDNA^-f 75 U-*ffflll/fc. IB3Wf : 7TSi£ 
*l5iE5>J*?>ftS*'J=r*+5;7'y>*-(^ fi gENA) *«tWE5»|#^ : 8T*gi£ 

tt» mm, 41: 197-201 (1996), Y. Suzuki et al., Gene, 200: 149-156 (19 
97)]fcE«LT*SJ:$fcMP (Bacterial Alkaline Phosphatase) TAP (T 
obacco Acid Pyrophosphatase) 9BMs RNA5-T 7-J/ 3 IB— «cDNA©-^fi8fcE 

1 O-C^nsa'^ciWloPCRr^-f PCR (polymerase chain react 

ion)C«kD2*«cDNAfcSsljlU ft <otitzWk® ft ZmiX'W® U tz 0 &^X\ Dr 
alllTtBK Lfc^**-pME18SFL3 (GenBank AB009864) .£cDM©*fltt*&»T 
* D - - > ^ u cDNA-7 ^77iJ- &fftK t fc .' P ME18SFL3© * P - >fc»ffitt# 
*f8F&©DraIII+M hkftoT*!), cDNAWfrOjfeiSfcttcintfflffiWftSfilfilJ 
&£tt*D UT^S©-e, * D-Wb LfecDNAdfrfrttSRa7'D^-^-oT«Et:- 

[9QK0I2] t MM«i«fr6f^«(/&cDlIA5-fV5 U-Si#©cDNA* d-> 
©»*f 

(1) cWk^D->(D^m 

mmm 1 T-ftMLfccDNA^ ^7 U-©-»ts;->^^- (BioraditK) 

wm&*7y\z*s y >*50xtg/«i^rsLB»iin?-««#u. 7^* * ks 
ibam^piioo (*7^ttB).^t777$ Ktamufc, 
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(2) #«£ftfccDNA*n->©*g«ai©JK*f 

i/ > 7t£^(BigDye Terminator Cycle Sequencing FS Ready Reaction Kit, PE 
BiosystemsttiO •?-3.TMz'&.-oXi'-->T>*/>7&fo'&s BAAS'— -ir 

(ABI PRISM 377, PE Biosystemstt^) T?#cDNA^ o->©5' *JgSfc{±3 

'5icjg^e>©^»iB5y*)B*fbfeo 

5'3feJ««lfr&©liatt»U©ifatfcttEW#*: 1 lT'li£n£ME761FW£. 3' 
*JH«fr&©«^E*J©ifc££ttEaiM : 1 2T!aSttSME1250RV*'>-*> 

( 3 ) cDNA* D - > ©5' *SSiiBJ?'J i: 3' *^IE?'J© * 5 * * — 
(2) T'^bfccDNA^D->©5'*^iE?'Jt3 , *^ia5 ; !lSs ^*1^ftS'J*£ 

©^>>^;W^Xi/-^>^5 : -^(i^ S-IBJaT 1 — ^fc©H-eBLAST«MJr*ffl\ l°l 

-ae^PK:ft*"r s fcSfons ^ D->©y;i/-7 , fls*ff ofc. 5' **«Eai"Ctt 

fflBltt95XJjt±©3 >-fe >tf *E*Jtf300Jfi**m±x 3' **IK8|-CfcMIPH490X 
W±©=J >-b >"9-^E5y4 t 200*a»W±©»^ P-^-ri: Ufc5' $#IE8I 

(4) cDNA*D->Eai©ft«tttt 

(1) GenBankS^(CUfeBlastN(v: < fcSffi|5|^^{v:<fc0> t h -^^©mRNAiE 
*J (**Ut£ilfcE5!l*£tr) hESTlE^J£#UTP-T'&£fr£5t^-t£o 

(2) t hdNAE^I^b hESTE5!IJ:!3 5 , *J|!!«i»g^3^*fltS-rSo 
(S^^^SJ-f SATGprrD^A [A. Salamov, T. Nishikawa, M. B. Swin 
dells. Assessing protein coding region integrity in cDNA sequencing proj 
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ects. Bioinformatics 14: 384-390 (1998)]£J:t)5 , *tfffi£Jt|>©t v *T©i8i& 
3 K>t3fi*fSATGprK ATGpr2fl£&£-f So 

(4) GenBank**tfcfc LfcBlastNt J: SffifttttftSfcfc «fc DH-fc Ufch h ESTIE3?U 
$ fc s * d - > IE?<J©3' *J»E5!r7=- * ©#®tt W t±«f m © ( 1 ) * J: tf ( 4 ) t o 

£ ft 6 «f«ft *(t o * d - ^ib?!!©^-* & t> t £m&Z'fr-D±%T-$> s 

(5) t hmRNAiB^J^t hESTEWfcWbTOHHtPsldlBOft^olttt 

* a - >E?!1©5' £ J;tf 3' *4SiH?iJ© N t r *flb^«J©iHNABB5!lfc:»-r 

h rriWABft£&K£8l2:U 5'*«l©fi$SJt«1-siBt:{±5'*iSiB3aj©fi 
Stft hiRNABglJiOft^a^ 3^tt5'3l&E9J*flffiRntt=i F 
x ±^i:Lfe e Jt«*rftE3»Ji»EST©«^t:tts x-*^-*4>©t hESTIH^U 
DR<5' *5gW.VTV>§^$,5^(i5 , *Jgi^^^D->-e*)M©M* J 5 

( 6 ) ATGprld cfc S±^t4©^SiJ 

±JM£©i^JCiiATGpr [A. Salamov, T. Nishikawa, M. B. Swindells. Asse 
ssing protein coding region integrity in cDNA sequencing projects. Bioin 
foraatics 14: 384-390 (1998)] £ J: jgl'fc. ATGprlffittH-JIfcfr 

#»^o «*ATGprli[aafji^ATGpr2filfctt, *n->ffl?ij©5':5fc*||B?y 

Cd*ft*-r^T©Hj*3 P >3& k 5>?ffl*ft5ATGprl«SVATGpr2fi©S^fi[* 
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fctofcoT90XfeU:T-&TS»£fc:RI-fc Ltzo ESTE*Jfttt*®*£ft«tttt 
«f«ttO*i«i: bfco mRNAE^Jtffr DT'fc < , ESTEfllfcttLTfcPI-T? 

**>-D>7u-y$>ztz, mmtmn & u - k.-t scdna* o - >t- & a t mm u & 

o 

(8) *57>9-<DftWLttV 

5' *«&E*I3' *i*EW* ^W-rft Ufc * ^ * *Cl^CSo-lMM 

(1) GenBaiik*»ftt:UfeBlastNK:«tSfflHlttft*K:«t tK t h ^flfe^tl©mRNAiB 
5U («*Hb£ftfcE?!l*£&) *>t hESTE?iJilflUTI^-T*&&fro 

EHICS* LT o fc*§&s *® * 5 7. * -ttnRNAEJU C# bT £7 

(2) t bmRNAE?'J^t rESTIS?iJ<fc D5*5fciSi#^a>o 

£ ^X^-Ctinst^TCS' *S8E?iJ#BiRNAE3*J^t rESTE5!IC*f UT 
c 1tmGs ZOt? 7. ^-ttmENAE^J^t h ESTIBF'Jlwfl UT#±*T! 

( 3 tefitt&^aSf * ATGprr D^7ACiS5' fctflEfll +© t^TOBW&s H > 
(3 fi* t S ATGpr HI*} «t tfATGpr2filo 

±Stt& J ?«|-rSAIGpr7 , D^7A [A. Salamov, T. Nishikawa, M. B. Swind 
ells. Assessing protein coding region integrity in cDNA sequencing proje 
cts. Bioinformatics 14: 384-390 (1998)] lz&&5'&WBM*<Dt'<Xa>m& 
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3 h* > C ffi *f SATGprlffitts £ v * * £ ft £ 5' *3^E?!JT^T fc» LTA 
TGprl«©**te£ x *7**-<3£tt?>ATGprlMh Ufc 0 ATGpr2fifcE«fc: Ltz 

o 

( 4 )GenBank£ft ft fc U £ B lastNK «fc 5 *g l^tttfcsfcfc: <fc D i: U fc t h ESTiB?!] 

* *»x * 7 * * - fc 43 tt 5 5' **HE5U© E-ESTEaBM' *^E?>J© H-E 
STEfllftfcLfeo 

O) &»(*#*&©* 7**-©jsfe#i£ 

-iZ&tt 2,5' *^E?y©|BD-ESTE?y&fr20WTT\ £ 5 * * 
It SATGprHIfrO. 3£jg;t S £ 5 ^ * -„ 

(b) ^7^^~CfettSATGprHiA»0.3ttT©^7^^-T?ife-3Tt»x ^7^^- 
«E5ll©K-ESTE5iJ»*5filT-ex fro, *:7**-rtfc£jK©* D->fr^£ 

(c ) * =7 * £ -izistt SATGprHIfrO. 3WT© 1 5 * * -T*& ^7^- 

fc*»45'*J|EW©BI--ESIEJ!l»*«OTs fro, ^7^^-{dfe«-53'5fe«SI 
^J©l^-ESTE?J&frlJ.;U:T&£*5;**- 0 

(d) £ 7 * * SATGprlMfr'0 . 3JilT©* ^ * * ^ T , ^7^^- 
fc:*H-55'*«lliB5iJ©|g-ESTE5U»AJm±5felT^ fro, *7**-K£tt5 
3' *JBE5iJ©B|-ESTE5>J»i»07?* S £ 7 * * -. 
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(10) 9 7Z*-fr$<D>rD-->(D3ffifi& 

m - £ 5 * * — 1*1 1 £ D - > t *» ^ * & V > i) © {3 O U X & n * © * O — > * SI 
& U fc o PI- * v * * -fl C S»© * D - > * ®^rT* > ATGprlflWO . 3 «fc D * 
©*n->jWft»»S»£fck ATGprlM#<fcD*t^;5©*D->£iIiRb*:o 
P-^7^^-rtC«»O^n->S^tr»^-exAT6prlfitf0.3JUTO^D--> 
Wmtk$>Z®&, ATGpr2fc#0.3«fc ATGpr2fil#J: t)*£^£©£ 

>£$MRLfco £fc* EI-*5;**-rtfciiU&©*D->££tr»£-^ ATGprl 
fig, ATGpr2tf[i:t)t0.3WTT*v * 9**-rtTATGprlfo ATGpr2ll**fc*fc:« 

Cttft© * o - > ±13© «£ 9 ftATGprfllTf ©atfe^-e § tz.tf"* fe» 

£tk 5' 5**811813' jfeflSEfllStft h ESTE^IS/fl^T 7±>7)i>tZ>ZtlZ&*) 
^ £ ?)5'*JSffly(c^V>^D->^Mfebfco 7-fe>^;Hz{i. Sequencher (Gene 

codestts^) rnzmmi,, -&s, 7-fe>wscti:iot*^^nftfr-3fe 

(11) cDNA*D->©£:MBai©JB#f 

(i) ~ (i o) (DXdizLxmikLtz. mMx&z-%m&ti s ^tmm$ti 

fct MI&«ffl»S*©cDHA^D->fco^-C. £gcDRA©lfi£EflI*i*£Lifeo 
^E^Jttifc.jb^^A^^DNAT-^^T-Sffl^fe^^^^^-^^-^ 
-^t3j;5^-r v-« (£**A£$DNAr^-x'-£ffll,\ PE Bi 
osystemtt^©DNAi/->5r > > ^StlTe r;Wcfto T -{r >i/ > 

PIttS!{©$/-^>-y--T-DNAMiS?iJ4^«f) CAo-CifcfeUfco ±fttt«E 

itotzo %<D—0X$>2>, cDNA^d->C- PLACE1009992©m^E9>JSE5>J##: 1 
£mbtzo£tz±mm&m<lfre>mfe$titzcmk?D->C- PLACE1009992#:3- 
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( 1 2 ) " ATGpr t ESTiMateFL T'© cDNA © 5' -5fe«l©±Mol¥i5 
ATGpr tt.ATGn l r >(0AaoE9Jom^6Hm«3 r*>T*«fr£$fr* 
?«rr*fc«>fc^'J v^xm^mok. A. Salamov, T. Nishikawa, M. B. Swind 
ell8CJ:DIMBarnfcrDy5AT*4 [A. A. Salamov, T. Nishikawa, M. B. 

Swindells, Bioinformatics, 14: 384-390 (1998); http://www.hri.co.jp/atg 
pr/]„ *©ATG#K©H&n K (WTATGprli:fe«-f Sc: 

Tit Lfe (0.05-0.94) o £©7D^5A££g*65%©;friJ:2*ty 
^fraife?^ 7^ U-^?,cdcDNA^d->©5 5 -*^IB#Jtwj@ffl LTATGpr 
ltf *0.6W±-C^D->*«if?tfc*^ £Jl7D-> (0RFCDN-*SSg*T"t.o^ 
n-» M©«£fcftfit4i±fc*fc82~83Xi-T±#Lfc 0 C-PLACE1 009992© 
l^ATGprHittO . 89T* & -o tz . 

B?fcUTKIB£iiT*TU£ (United States Environmental Protection Age 
ncy: Ozone Depletion Home Page, http://www.epa.gov/ozone/) .„ &ft8#&jft 

S^mLfco &ft«*&j*&*fME3Ne£ (Cell Applications*^) Ji x t§«M 
t3>7;Px>hc«f*LTs 254 nm©m®£10 ) 000 /zJ/crfJlBWLfco 

^»<D©mRNA©&mfci:, *i!Rftf<DflU& Afira4l$H£fctt2 4Bng*L 
fc«IIS£*Mfcfc:, FastTrack™ 2.0 mRNA isolation kit (InvitrogenftM) 
IvCfrafc.VW 7U^-tf-^3>^©7 , D-7'07«U>^e: % CI ©mRNA 1 
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■y «^i»JW»»!3©«IJB©'>y^;i/fl[i:x &L©IBIB0S'^;iHi*JtttUfc. 
it it 13 a -tl *ttt£©ttfH&3 Z'n^X.i' 7+ ;uffi©#ft £#jgt C It £ * 
D->£> P < 0.05T-i!^bfco *««ftt, v^;Mi©{£V^n->T-&oT 
* HfcffisrftCtftiH"? S 5 ° L o T40WT© ^;H6© * o - > UT 

flg©x #cDNA©a£4JaT©»f*fcUfc#oTai£Ufco 

^tL^nmoMfe^tcovxT^^^Mii©^^ (M„ M 2 ) t*g##ifc (s, 2 
, s 2 2 ) J;tit-r€)2o©^flS©^*^|ic^e^B^I*^s 2 S**!)feo t 

= (M, - M 2 )/s/(l/3+l/3) ,/2 £*©fco BSft4fcLTt#tf «©****©**? 

T*50.osfco.oi©ttti:Jt«bt v fia* 1 **^*^****^.^ *fc(±p 

<0.01T-^tt©jte^©^{;M* s $>5i:*iJ^bfe o C-PLACE1009992(i^ 

v>mz*v hffl©DNA(iWT©<fc9t3iSMtfco rfcfe^ 777U'4 

ff^-rs*»»ss63tri/-h©#'>x;i/fc:Js*u (imm-zwc, kisibik 

*©«**©-»** 96^71/- h©10Aai*o#&Lfc*i^+fcS»U 100 
•C-eiO#BjaSUfc&* PCRKJfc©U->7;i/i: UtSffllfeo PCRfctTaKaRa PCR A 
mplification Kit (SttK) fcfflW 7d hD-;Hc«£oTlSJB20/zL©SJte* 
Sfftofe, 7*^^^ H©-T >U— hcDNAfciHifSfc©^ 7"7^v-(i>>- 
^x>^>^ffl©77 -f v— ME761FW (5Hacggaagtgttacttctgc3' /SE^'Jl^: 1 
l)i:ME1250RV ( 5' tgtgggaggttttttctcta3 VIBEIS^ : 1 2)©^7-, ifcttM 
13M4 (5'gttttcccagtcacgac3VE^!J#^ : 1 3)fcM13RV (5' caggaaacagctatgac 
3'/iBfllM : 1 4)©^7-£&fflLfco PCRSiStt* GeneAmp System9600 (PE 
;H^y7rAXti) T% 95°C 5 flf^S&x 95°C10fj\ 68'C10 , l»TlOtf-r * 
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»u a bMPczmm. wcsftm-cm+H \,\ ra-cioaiB-efTofco p 

MAftJftftU «MibifccDNA%arBUfc. *«T*.ft*ofc*ofck % *©cDNA<r> 
t-hS4)07775 h**> 7 , ;P*uaajS (J Sambrook, EF Fritsh, T Mania 
tis, Molecular Cloning, A laboratory manual / 2nd edition, Cold Spring H 
arbor Laboratory Press, 1989) IrMUVtzo 

Ltz. ^D>R (^-U>#-ttH) ^©DNA©*tfy7^>^fct x Biomek200 
0^**5 h "J— M-ya>y7rA (^y ^ T>D— — #10 <£>384t: - 
>y-^*ffl^Tffofc. Ttttts DNAOAofc384?tri/-hft-fey hUfco 

-\©@£(i££ (J Sambrook, EF Fritsh, T Maniatis, Molecular Cloning, A 
laboratory manual / 2nd edition, Cold Spring Harbor Laboratory Press, 19 
89) ICttotff-ofc. 

A-T 7*) P4 a >©7"D-ri: LTfct, 5 3>*7>-f V >J > 

^Lfclst strand cDNAfcftfflUfco 1st strand cDNAcD^fcfcThermoscript™ E 
T-PCR System (GIBCOttK) Sffl^Tfrofc. rfcfeS, t r ©#*i®E&*mRNA 
(ClontechttK) ©1.5 ugt, 1//L 50 ,uM Oligo (dT)20£ffl^T. 50 juCi [ 
a M P]dATP£?iSnLTttM©7-D h 3-;i/fcftoTlst strand cDNA££f&Ufco 
^D-r©J»S!tt % ProbeQuant'™' G-50 micro column (7Ti/tA7 7;i/?y7 
/W*ir**a») fefflV^JRorDha-^cfleoTfrofc. &t v 2unit 
s E. coli RHase H*8Mni,T* MTflOflflK >*jL-t- h U S&fclOO #g 
bKOT-1 DNA (GIBCOttK) SilDlt, 97 8 CT-10^-r >*a^- H£ x *± 



WO 01/09349 



PCT/JPOO/05062 



23 

3 >ttx (J Sambrook, EF Fritsh, T Maniatis, Molecular Cloning, A la 

boratory manual / 2nd edition, Cold Spring Harbor Laboratory Press, 1989 

) izft-iX'n-jfzo ftftfci, i-Jvymzmm&l (2X SSC, IX SDS) g 

u mzs'O -c-2o^co^ y*i.'<-bzz®&c®i,tz'&, m&m (o.ix ssc, 

15! SDS) *T-> S5°CZ'20ftm<Dm&&mfi-otc* ^-h7i;t^7Ali, BAS20 

f4KPMlf;c J t-Vrv-HztmXstzvi?*?* V K-T-fSStt* BAS 
2000£ffl^-tfi?flr U r A©H*7 LTfc^WCfcttU 
•tlB^Lfco <&DNA*#y h©'>^t^3ift©ll¥*rtts Visage High Density Gri 
d Analysis Systems (^x; v^V'ja-V>Xttl) *ffll>Tffl\ 
;^I^Mf-^ftLfeo ^-^ttDuplicate-emiiU *©Satt.tt2o®DH 

A7 -f j^-sioorD-n/w r y *y -fe'-s/ a > it, my a Kt-x-tt 

JfrTS*** h©'>^;bBftSJt«Lfco£*#y r©95X#, WITS*** 
M3MUt2^^0^Wtttfe bs fflH«Rttr=0.97"C»3o x-*©H3i 

[fcllfifl 5 ] 

C-PALCEl009992©igSSa5iJ^1-T-(;^^tiTuaE?'JfcP«T7-DyvA (BL 

ast2.o) sfflvN-cit^tfc^c^, miizmtmm&%m*m®&ZmLtzo 
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Hit 


Expect 




S77064 


6e-63 


34 


P28175 


le-62 


34 


P48740 


le-22 


29 



C-PLACElOO99920^yigI23*J£, -fTfc«£$ftT^3Kaii:±gBJ!¥ 
JffrD^A (BLAST2.0) *ffl^TJt«Lfci:i5, & 1 t^fESTEJH 

C-PLACE1 009992 1 ±iB»#f 7D ^ 5 A CT H££ ftfc * d - > fc^tM: 'J > 7 

PLACE1009992(i,@EP$:o{tfe521S@©H(His)i:576S@©D(Asp)^ffe©-b >j >7 
n5 t 7-H?J:H«fc«fcSji-c*!K -fe U >ray7-B«0 M-f >§Wf5 
ZtVtolPvlt. 682#B©T^KttD(Asp)r-*Sii:*?, s K(Lys)*fcttR(A 

[HMM 6 ] 

C-PUCE1009992©75yKE*J£*x'J-fcUPf« ver3fc***i***y- 
PfamHMM Search (HMMPFAM) Sffl^TttSRtt. «OtSX % CUBM-fX CC 
(«2) c 
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H2 



Hlt 


Score 


Expect 


Q f roi Q to Method 


pf ami hmm | trypsin 


132.0 


4.4e-41 


479 


732 


HMMPFAM (7Ut7— M Y 














pfam|hmm|CUB 


105.0 


1.4e-27 


128 


233 


HMMPFAM 


pfam| hmm | sushi 


45.0 


1.6e-09 


297 


359 


HMMPFAM (CCPK;W>) 


pfam|hmni|EGF 


35.3 


1.4e-06 


239 


271 


HMMPFAM 


pfaml hmm | sushi 


21.8 


0.016 


407 


459 


HMMPFAM (CCPK^^>) 



^2t*^T. rHitj mm^m^ m^m^titzm^ti^Y^-oco^m 

rscorej (±, Z<Dmtfinttti&m^&ZmMfg.&^Z ££&£o r E 
xpextj &z<DmWlzminiZR^\ZZmm%.tfi^Zt£tt:2>o r Q fromj it 

i^ns m-t yommm*mto tq toj imizztiz yaj ><d&t& 
mz^to ""Methodj &Mw?mt\,^i5mx'tfim\stzz.tzmi*t2>o xm. (s 

onnhammer EL, Eddy SR, Birney E, Bateman A, Durbin Pfam: multiple seque 

nee alignments and HMM-profiles of protein domains. Nucleic Acids Res 1 

998 Jan l;26(l):320-322 ) *j ( http://pfam.wust 
1 . edu/hmmsearch. shtml ) 0ffl(DZ.k. o 

[•mm*] 

C-PLACEl 009992S S If © M ^ > jgjff £ ft o 0 "f & ^ cDNAfr £ Jf£ £ fi 
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tz7*;m®im (E*|#? : 2) CHIT, blast2.0 (Nucleic Acids Res.,25( 
17),p3389-3402, 1997) fcffl^T** P S>Hft**frK GenBankfcMSftTlr* 



m3 





**7&g 








KM) 


23(P) 


23AA 






33(C) 


125(C) 


93AA 


Cys-rich Region 


AU067539^93% 


128(C) 


235(E) 


108AA 


CUB Domain 


AW323842h835! 


236(1) 


271(C) 


36AA 


EGF-like Domain 


AW323842i:86% 


297(C) 


359(C) 


63AA 


CCP Domain 
(Sushi Domain-1) 


AA444868 t875! 


363(C) 


459(C) 


97AA 


CCP Domain 
(Sushi Domain-2) 


AI536361t9U 


463(C) 


737(K) 


275AA 


Thr protease Dom 
ain , 


AA1 99196 1%% 
AL050214t99X 



[IWJ9] 

7UtT— S M-f>**tit h^M^^if^cDNA^D->c-PLACE1009992 

C-PUCE1009992%5»«fffl;i? >j ^ 7— tfS&EJ&fPCR)?*? >f T-fc bT,-fe > 
*r^v-TP-S05 ( TGTCTGAGGACTGGGAAGTG/iU£iJ § ^ : 1 5) £J;tfT>^-fe 
>^7-5-rv-TP-A06 (TGCCATGGTCCTCATGCTGC/IEW^ : 16) Soffit fc„ 
t r RAPID-SCAN™ GENE EXPRESSION PANELS 24«©t M|«CDrilNAt S*f 
3cDNA*4»©a*-C96*x;brb- h*fcH»LfcS©fc bTOriGene Techno 
logies.Inc&Sfcffl^fco DNA* 'J * KOD Dash Sffl^fco 
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PCRSJ6t«tSJte^©li«*ttTOJ:-5tff&t3fe. £1\ RAP ID-SCANT* U — 



i§4 





HKS* (//L) 




lOxPCMgftS** 


300 


1 x 


dNTP (2 mmol/L) ** 


600 


0.4 mmol/L 


tW^T- (10 vaol/ul) 


120 


10 pmol/well 1 


rmnrw- (io pmoi/>uL) 


120 


10 pmol/well 




1830 




DNA polymerase (2.5 U///L) 


30 


0.25 U/well 




3000 





** : dATP,dGTP,dCTP,dTTP©^;i/S^« : mtlM 



RAPlD-SCAN7U-r-©l«>x;i,fcfc»> % ±IB©MUfc£jfc»**25/zL-ro# 
ixU ^*7;i/*^;i/£jIg(;ft25AL)fijf bfco riz-h^r^Xr^ y 

15^^MLfco 7)s—h 95— (PCR Ther 
mal Cycler MP : SIS) li-fey r U ttTOlg7D^7AtSfi?tfe (98 
°C3^£11^^;i,-»98 o C20#F^ 60"C20S>B3x 75°C *;t/-»75 

•cio^na*i^^;i/) o 

mm (%mmcDmm&mizmm tn&u fammwviund (n^^w*) t-tz 

yHfel%7^D-7^ (SeaKem GTG agarose : FMC BioProducts : l/zg/mL 
©x^^^A^dv^ HS^tt) fc^r^ Lfc„ 100 V©£SE-C&45#|giacft 
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Z-ftteyvJ V-oatf* <o mntf tl 5 X % £ -d tz o C-PLACEl 009992 Z D - 

>im%t2>mfc?(D%m±. r Kx mm, m±mj > r>m, mm, bj ># 
femvmiz&^zt&mmztitz (H5) <, pcRgtiyu rapid-scanty - 



315 



IBM 




!u mm. n&m 


+++ 


>m, mm, s$m 


++ 




+ 


nna. s&m, stm, mm, m, >m, n, mtm, 
wm, mm, m m, #it 





[%mm i o ] 

ttx 'MBk fig^ MM, mm, *^©&M©mRNA££#t-ScDNA©7>f 7-7 U 
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m 



mm 




±m. m*. >m, mm. mm. mm. urn 


+ + 


mm 


+ 



+ : m\,w> warns tut 



mmm in 

-mmmiz * tt « mtm* mntm c * t* s fgsas t ttmm u & . 

^ 'J / 7 — tf a«S*B(PCR)ffl 77-f7-t UTsC-PUCE1009992^m^*fffl-b 

©fcfflUfco 

*75 -f v— * y H4, 0.63 kb©PCRM4-5*.So 3>hD-;i/iI£ 
^T'&St bglyceraldehyde 3-phosphate dehydrogenase (G3PDH) <D%mMtix 
fflfcttlUR©7 , 5'f V— fey P (CLONTECH) &fflV*fco *77-fV- fey htt % 0 
.45 kb©PCRM£#;L3ofl«MMNAhLT. v-«gl#i5ilfiE«B6 
ACffia^feAtFfcJSfcfifcl-ScDNAS, BioChain Instituted DJBAUTffiH 
fcp DNAtf 'J^-HffcbT. TaKaRa Ex Taq™ (IIS) Sffl^fco 

S1\ WTOHflifcJ: *)PCR£j££fT^fco cDNAOJS**TE»« (10 nunolA T 
ris-HCU 1 mmol/L EDTA, pH 8.0) tl/2{gSHRLfcg^ **#&JBJfc4Ial»0jg 

u agam i/2£, d/2) 2 d/zm, d/2m. {\n) 5 fe<D%>iRm\* 
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§7 





1 S Jf& 


* UL) 




loxpawgtftt* 


10 


250 


1 x 


dNTP (2.5 mmol/L) ** 


8 


200 


0.2 moll pX 


tJlTiM- (10 pmol///L) 


2 


50 


0.2 pmol/#L 


TjmiTiM- (10 pnol/z/L) 


2 


50 


0.2 pnol/,aL 


MS* 


76.5 


1912.5 




Ex Taq (5 U///L) 


0.5 


12.5 


0.025 VI p.1 




99 


2475 





** : dATP,dGTP,dCTP,dTTPO«t*S^1» : »3Rt»(* 
*** : 25RjEt># 



200/£LfflPCRf-a-rfccDIIAO*R«*l/zL % ±fB©H«Lfcig«*99#LaaiD 

f-a— rfttf-'WM — (PCR Thermal Cycler MP : SM) C-fe y r t 
x WT©a<6^ , n^/»-CKJ6**fc (94"C2^fflSl-y--f ^;u-*94"C30«>ffl, 60 
°C 30#P^ % 72^2#|iafc30tf-^;i/^72 , C5#ltg£11M£;i/) . 

Jh LT»fcPCRS*10^Lft2/£L©5x«ciiffl||lf « fl^ bfcft, 3 *>5,aL£i* 
i&^SMupid (ADVANCE*!) fc-fe y h Lfcl.5%7#D-;Wl, (SeaKem GTG agar 
ose : FMC BioProducts) Cr^^ tfeo 50 V©^S£ET*^60^^fbbfeo & 

r**« (500 ng/mL) fcttl«MB»l/T*feUfcft, **«JIBWTT 

bfco 
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318 









i 


+ 


+ 


1/2 


+/- 


+ 


1/4 




+/- 


1/8 






1/1 6 






1/6 4 







+/- : H^T^^ixfe 
fflBS & % G3PDHig{s^©&31«fciu jEWj* A t T )l y ;\ << v-ft* T* 



^9 





JEM® (M) 


&£K (M) 


1 


+ + 


+ 


1/2 


+ + 


+ 


1/4 


+ + 


+/- 


1/8 


+ 




1/16 


+ 




1/64 


+/- 





+/- : a*> KtfeTfBJK^nfc 
Wt fctt 3G3PDffii£^ <D385iM 4» x IE»fi£A t T)l y /\ << v-j A« T'l^ 
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C-PLACE1009992*fi?©*Stt, 7***4 T-S#©l3cD^^f£TT 
[HflS0iJ 1 2 ] C-PLACE1009992CD^g^-< >? * 

47#@^f,^2257Sg0H«$T-)O^(CT^-ij>^-r-5,PCR^^v-^T 
ATGGAGCTGGGTTGCTGGAC/EJ?ij§^ : 17 

TTTCATATTTCTTTCAATCC/i£?iJS^ : 1 8 

(Sir 7 -f v-(z fi4igg©* ^— it- £ ^JH^^Hind 1 1 I<D3itfi£3| £ttJD L fcPC 
R7"v 4 ~?—^7 

NHTP-S01 : GAAAGCTAGCATGGAGCTGGGTTGCTGGAC/i5?iJ#^ : 1 9 
HDTP-A01 : GAAAAAGCTTTTTCATATTTCTTTCAATCC/1B^#^ : 2 0 

2 ) ±ficDNAlMliffl7-5^ v-^TT-hC-PLACE1009992^cDNA^iit|Lto 
NHTP-S01 * «fc OTDTP-AM* 77 4 hC-PLACE1009992££tr 7*7 X ^ K gftg 
tLX. IMMSDNA* 'J* 7— ifKOD DNA Polymerase C ts PCRfcfcd 
ftofci35jU!j©th ±ScDNAfc & tl«ft2.2Kbp®DRA#£«:iiffM i: 
LTf# e>*i£ 0 PCROSJ&ttfiiftaiOD DNA Polymerase^© 7*0 hzunc 
ttK S^ffttHD1P-A01©T*A«(Si^i:ip6 % T -- 1; 

(45'C) CT*dft-3fc. 

3) MycHis^^a^^^^_( Z± g cDNA$ ^^ D __ > ^ Lfee 
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HifLSb«Hfflia«affl^^^-pcDNA3.1/Myc-His(-) A( Invitrogentt) &&xmM 
bfct h±ficDNA$. l@il8eilKNheI iiHindlll TffifcLfca 

> T^D-^^^m^flJU ^ftJeftBttODNASrfr^ QIA Quick Gel Extra 
ction Kit (QIAGH»tt)*ffi^-C«tft7 , P h e>@lK Ufco ^ 

*fr&ls]iKLfcfc r±ficDNA*«J:tfpcDRAJ.l/Myc-His(-) A&Tlttt.Ready-To-Go 
T4 DNA ligase (77>>tA-7r;Ri/7'/Wtf^t) *m^XWitt7v r 
rui/fclfc^JMSUifco mmhtz7'7ZZ F (t h£ftcDNAhpcDNA3.1/Myc-His(- 

-f^^^tt) fc^fcTerrific Broth*g%T*lglt U SSDRAS^tr 5. h*£Q 
IAprep® Spin Miniprep Kit (QIAGEN*±)T'«im Ufco 

h'®iiiE5iJ^fflt>r;nt r^z* K^#-pcDNA3.i 
/Myc-His(-) Afr£i&fr--&f£Lfc77>f v- 

pcDNA-Sl : CACTGCTTACTGGCTTATCG/iB^J #^ : 2 1 
* «fc tfhC-PLACE1009992JggIB?!] 6 !5it • t fc 7* v ^ v - 

TP-S04 : CTTATCAACGGACGCCATGC/iajiJS^ : 2 2 

TP-S06 : CCTGMGCTCCTAGACAAGG/K?'J#-i§ : 2 3 

TP-A02 : GCACTCTGCACAGTAGAACC/IE?iJ#^ : 2 4 

TP-A03 : MGGTCCAGCCTTGTCAAGG/iB?iJ#-Sf : 2 5 

TP-A04 : CCTTGACTGAACCTGCATCG/iE?'J#^ : 2 6 

TP-A05 : CCAGGTCAGTAACACAGTGG/iE?!)$^ : 2 7 

TP-A06 : TGCCATGGTCCTCATGCTGC/iE^iJS-t : 2 8 
SfflUT* BigDye Terminator Cycle Sequencing FS Ready Reaction Kit (PE B 
iosystensttJCTatttro hj;i/CffiMiRLfc. ISSlfe+f>r;H±, 
v iJ-*ftft»5&gSE*J##f&fiABI PRISM 3102;x*7 4 y 971-7 4 V 
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(PE Biosysteistt) -£#*?U tf^Lfcr^^U K©lISiB^£&£L£o 
m&}*&%.Ltz2>7 a-><Do 1* D->#gl$©hC-PLACE1009992i;MycHis 

^MLfchC-PLACE1009992©C5fc^fcMycHis* 7Wft*m&mL? 
pcDNA3.1(-)/C-PLACE1009992/MycHis^£ LtzoT $ J «3- KflUftattSEH 
fctEBIW: 5fc, *ii±&*»£ft*«jrr$/KEMttE5!l»*: 6fcjjvf 

o 

1 3 ] g£lffl)iaT'©C-PLACE1009992iH5 : Hggl 
1) IM/t*aD'>'f^^^i'- CDf^Sli- 

C-PLACE1009992itfe^lj)tiaia^31ffl^^ pcDNA3. l(-)/C-PLACE1009992 
/MycHis£f6'JH6ll?Nhe I ($111, Code No.ll62A) fc«ktfAfl II (S«'i6*L 
Code No.l003A) nmW^k, r DNA Blunting Kit j (S?i3tMCode No.6025) T«J 

s C-PLACE1009992/MycHisKM-T'$>^^2.2 Zb<DdM®fr*TX t)ft 
ttRKUfco *^mB5©^D-->^ffl^^^- T -$ >5p ENT T,, lA (GIBCO BRLftSU 
, Code No. 11813-011) SftJRgll^Dra I ($®itM> Code No.l037A) fcitfEco 
RV(£fiit§SL Code NO.1042A) T'«J»r^ ^77^y-i/ 3 >Mit5fe«) 
i:7;b*ij7*77 7^-f (3ffi&SU Code No.2120A) &gynU 60°CT-30 

DHAKfrft^JtTft 1 : 3 ( = ^**- : SfAHrtf) i-5 tfi-frU r D 

NA Ligation Kitj Code No. 6021) Tf5-f >y—> a >g N ^»S3> 

^^^ D H5a (SSilKk Code No.9057) fclJSSSE&Ufco 

*mm*. (mmmmso mg/D *s&LB7 , i/-nc!Mru 37°c-e 

-*«*bfc. ffiSLfc3D=-fcffl|tfcftflaJRU ^2mLOLBM<*J$fl6 (50 
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IAprep Spin Miniprep Kitj (QIAGENttSL Code No. 27106) iz& *) ^MfKDZT 
FDNAft»ffiJ»'»bfc. &zr=7Zl FDNAftftJEBfi^Psh BlfcS^ttNhe I 
£<fctfHind \\\^Wffi\stz^ibrt* ->*7llu-*y VMtir L 
XBWKDzr^X-L FftSlRU m^titzr^^l FftpENTRlA/C-PLACE1009992/M 
ycHis^^SUfc (03) o 

rfiaculovirus Expression Systemj (GIBCO BRlftSk Code No. 11827 
-Oil) ftfflOTIttlMSrtfflttitKffcftfTl^ pENTRlA/C-PLACE1009992/MycHis 
\zV7>7 D--y ygftX^ 3C-PLACE1009992/MycHisjH£?ftM*a □ t>A )l 
^fflh7y^77-777? KT-$>2)pDEST n, 8H^D-^>^tfeo TBaculovir 
us Expression Systemj £D^tt7*D Fn-;Hwfi£V\ pDEST™8tpENTRlA/C-PLAC 
E1009992/HycHisOK»©rt«lttiLSl6*fTofea, «3>tr> Hr;UDH 
5a'($lllN Code No.9057) 't^Rlttl/&c JBH<E&Ufc*RIIfts T> 
b^>U> (g&£*50 ng/L) ft^tfLBru-HciM^U 3TCT?-£Jg*bfeo 
mHUfcann-ftffStlcftfflaiRU 0.1 mL<DLBrt&t&ife (50 mg/LT>t^> U 
CK»U *©-5^<iDlA£L*»ai:UT3D=-PCRR*fii*ff-afco 
7 , 7-fT-ttC-PUCE1009992aifi : ?rt*«Ml'r4 2ilO7 , 7-fv- (TP-S05, TP 

-ao6; mmtrnm ^m^\ mm^mmmmm Dash (mwmtiM. code no.) 

£ «fc >) 98'C3^F^ 4 1 -9" 'f * ;i/-»98°C20#F^ 60 o C20*» 75°C2. 5£M ft 35tf 
^ *;p-*75"C10#fiaft 1 D-4 ^^OlfeftT-CPCRSiBftfTV^TJtfD-^ 
■fcttCfc D630 bp®DNAJtH^> Kj&TOWSftfc* D->ft3ftbfc.Se>CaiR 
bfc*D->ft*$2inL©LB&tttgJfe (50 mg/LOT > K i/ 'J >ft^$f) 
37 0 CT'-^^#bfca^6> rUIScD rQ IAprep Spin Miniprep Kitj (QIAGEN 
ttSL Code No.27106) 0 fWno77^ * KDNAft»m»»U H&ifcOS' 
-^x>^7--7^ v-ftfflVNTC-PLACE1009992jte^©^SiH^Jftfil^Ufce f# 
e>ftfcifa© FftpDEST8/C-PLACE1009992/MycHisinfr£ 
lfe(04).. 
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mm-Zttm. Ufc h 7 7 7-757. I KpDEST8/C-PLACE1009992/MycHis 

*3.ut>4 )V7Mk£ ^Mmx.TC-PUCE1009992/MycHisite^^^^ ;i/7£ft 

MT&tztbs Bacmid^ii^rUHRC^JiH^:/^:/ h-fe^niAX EFFICIENCY 

DH10BAC Competent Cellsj (GIBCO BRL&SI, Code No. 10361 -012) £pDEST8/C 

-PLACE1009992/MycHisT*^H«bfeo J&5MElj|»©*»B£x LBlgife (50 mg/ 

LO*tT-fi/>, 10 mg/LO^h^-^-Y^i^, 7 v>g/l<D>f>i?^4 *>> s 100 

mg/L©X-gak 40 mg/L©IPTG££fr) !:MU 37°CT?-£ig#Ufc 0 fflStfc 

3Dz-^?,afeo^D->$IiRU 50 iL©LB%ttJ&% (50 mg/L©*^ v-f 

10 mg/L©^ h^+H'? l>>, 7 mg/LC^y^v-r *>>£^tr) T"37°CT— 

TfJlg© r CONCERT High Purity Maxiprep Systemj (GIBCO BRLttSL C 

ode No. 11452-018) fc«t OffljftiBaciid DNASHKLfe. »€>*lfcffl«l*Baciid 

DNA£\ Bacmid/C-PLACE1009992/MycHis£bT2 7D->£jtiRb (Clone No. 8 
, Clone No. 10) % g^ffi h =y >7 7 i, a >ffl©DNA£ bfc„ 

2)iM^aDH7^;W'<^^-{:i & C-PLACE1009992/MycHisS G ©«3S 
SyJlT-IXff tfeBacmid/C-PLACE1009992/MycHis (Clone No.8i}«fctfClone No. 10 
) DNA£fffj!5© l"CELLFECTIN Reagent j (GIBCO BRL*t8L Code No. 10362-01 0 ) 

£i£fciu l"CELLFECTIN Reagentj tz^0^7 , D r Z2—)UzQt-oTm\ 

mufeo *e»t=»>'f^»4iifir5fe»x 50ii««i7 7^3 (flaskso, <££ 

^-*7>f rtt*L Code No.MS-20050) £3.0 x 10 6 &©Sf9iiflS£tt;iS-t^ J§ 

tz'&s 5mL©l£ife (Sf-900 II Serum-Free Medium, GIBCO BRLttSSL Code No. 
10902-096) *»iwU 28«C7f4BM«*tfc.'«HI»m ±»* (^5mL) § 
SU&U il'C^Sf (3000rpm, 5#B, KUBOTA5200) izX DJUfrfeMtic Lfe 
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AOS Ltzm&TLrt* j. p t? 4 KZIZ «fc 5C-PUCEI009992/MycHisaa(D«SS 
ttW-T&fcftx JJlT©*H*ffofc, £1*6 Well Tissue Culture Plate ( 035m 
n) (-7;i/f-7-l/-K6F N {££^-£7^ h&gj, Code.No.MS-80060) lWell 
JfefeOl.O x 10 6 &<DSf9«£tt;i£-tt, iglfe£l!R5||&£ bfc®t>s r» 
mx-M^r&j 0.3 iLSjaSfe^-e-fco Sltmiattllfe^ 2mL®igll!i (S 
f-900 II Serum-Free Medium, GIBCO BRLftM, Code No. 10902-096) S^APb 
* 28*CTJa*bfco t&*W*fi«^ 2Bi, 3BBfc7U-r-*BlDfflU CELL L 
IFTER (CostarttSsx Code.No.3008) i>T ftflfeiESt^ tf>% t o-Tafi 
it^izM^L (^2mL) , Mfoftftt (3000rpm, 5ft?3, KUBOTA5200) £<k 

t)IEUB2:m±iKtt (&2mL) £#8Sbfc e fcfcf&bfc»tt0.2 mLOTE Buffer 
(10 mM Tris-HCl, pH=8.0, 1 mM EDTA) CSgJJLfe, 

tz ®s His-Tagtft# £ <fc5^:**>-7Dy^> ^p#f £ ff r> tz „ stJlgT' giM b 
fctgit±?ii$ (Extracellular) £ <fctf«!i*§r& (Intracellular) ZtiZtiQ. 
1 mLtcttb, 9ft (0.1 mL) OSDS Sample Buffer ( Tris-SDS-BME Sample Load 
ing Buffer v ^-it^ms,tm. Code. No. ER33) Si&bnb, 100°CT* 5ftf$MM 
bfco =&-y->7*;i/fl.2mLO^ *.10^L&SDS-^ D 7* 'J )IT I K bfc 
o SDS-tf'J7* r**SUfctfrfclu rv;i/^^;u4/20j (Ml— (b^JI 

ffittKL Code.No. 211010) £ r^-fey Mliii r^_j DPE-120, Code.No 
.130472j {3 -fey h U *i^ft-liM©I¥7D h 3-;i/fc&oTff ofeo Mclb 
Buffertt, SjlJSH r Tris- Glycine - SDS Powder, Code.No.T901j £flH\ 
ftv-#-l£, BIO-RADttM r Prestained SDS-PAGE Standards, Low Range (Co 
de.No. 161 -0305, Control; 86580) , High Range (Code.No. 161-0309, Contro 
1; 86878) j fcfflUfco ^D^rO^-^rAj (TAITEC^t 

$U, Code.No.TM-6) fcffl^TElectro Transfer^ <k DPVDF* >7l/ > (TEFC0*t§g 
, Code.No. 03-056) C 7d yf^ >^bfeo Electro Transfer^, ^MMM r Tr 
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is -Glycine Powder. Code.No.T902j $ J — ;i/£20%» Ltzfem$T\ 15 
0mA^««-ei.5«?|IBffofco ynyr-l >^LfcPVDFM^ InvitrogenflJR© r 
Anti-His(C-term)Antibody N Code.No.R930-25j W^tiTV>fe^ip7'D 
b=i- ^KC^^Xini^SJiSSfTofeo ffitt^^l^ftfcPeiroidaseiatftltifcitt 
„ Amersham LIFE SCIENCEttJK rECL+Plus % Code.No.RPN2132j *m\ WittZtl 

tjxHis-Tagtri^(C t i:?.C-PLACE1009992/MycHisSeO'> x^^ >MVr<D&m. No 

.8 N no.iow^o->^* )> M&%.b'()i7>&mmBB<»fflmmfr££^x, m 

2 kDa0^a©OTtlW«a^> ClO^fittC-PLACE10099 
92/MycHisSet*i^T^ffl*ns*©i:-aufco £©«fc-5£<gSa»*K MM 
lia^m^fc:iJ^TC-PLACE1009992/MycHis® bT H 5 C t jWtB^nfc. 

[^ffi^J 1 4] C-PLACE1009992©v£;*^>^-^- hcDNAStfi 
t h^cDNAT?&5C-PLACE1009992©v<i7*;fcr>>£_,^_ r SCI t 

1) hC-PLACE1009992*ffl^Tvi>^*e7>^— y<-h©ESTS5!l%tft}ttU mC 
-PLACE1009992©±ftcDNAJt«ffl 75 v-^7»*f^» Ltzc 
hC-PLACE1009992T $ J mm : 2 ) £ * x >J - fc' B £&3t 
U t y r Lfcvr^EST©? 7- ^ 7 »3- FfH«05'*«|^iSt: t y r LfcAU 
067539* «ttF3**Sg#j£{Z t v h L&AA199196©JgSiS?'J*v£> ^t?X±7 1 J 
WWti- K1"2)CDNA^ig(@f-5@WT?. PCR7"7^v-^7* 

mTP-SOl : TCACTCGGTACCGACACAGC/IE?!]#^ : 2 9 
mTP-AOl : ATGTACAGACGGATGCTAGG/i23Fi|#-Sf : 3 0 
*Ktr.'£rtLfc. 

2) ^cDNA^fflT*^ V-^T-i: vii7^S*cDNAV-^*ffl^TPCRT-]nC- 
PLACE1009992£gcDNA£ifi|ig Ufco 

mTP-S01£<fctfmTP-A01£/IH\ v^tf&fcaQuick Clone cDNA (Clontechtt 
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) zmmtLx, M&mmx*)*?— skod-plus (Mmm izx, kod-plusoss 

ft-7*D \>ziMz'&\,>?Cl*'i7^tztz*>, ilftcDv>5;*cDNAfc%*ii)*i2>ii$2.3Kb 

3) ±§L<Mk<D*7u--y>? 

m^Zntzmmm*7j5a-Z'f )l>X'n% l i*®L, QIA Quick Gel Extractio 
n Kit (QlAGENtt)*Jfl^T»tt7n MUl/£ftl,\ tt2.3IbpCDDNASEURLfco.lil 
i&LfcDNA£Zero Blunt™ TOPO™ PCR Cloning Kit (lnvitrogena)*ffl^T»W- 
ro *v H^^^-pCR®-BluntII-TOP0^a^ 

rXPft) £^trTerrific Broth*giteT'*S#U 3KDNA4§tr 5. KSQIA 
prep® Spin Miniprep Kit (QIAGEN*±)T*«lfflLfco 

4) ±&&mi<Dfr%. 

mm l fc 77 * 5 f tz^ * *i s i scdna® tt£eB$i$£A§ * > r;n±s r 5 * a 

K * -pCR*-BluntI I-T0P0t 7-- V > ^-f 5. 7*7 -f v— 

SP6Primer : CTATTTAGGTGACACTATAG/IH^JM : 3 1 

T7Primer : GTMTACGACTCACTATAGGGC/IE?'J#-*f : 3 2 
i:hC-PLACE1009992(Zt^ hLfc&&DB±tf)V<i7*EST (AU067539, AW323842, AA 
444868, AI536361, AA833210, AA199196) frfciftfh • £j*bfc7-5-f T- 

mTP-SOl, mTP-AOlttfcfcKISgBfcEl;*©* 

mTP-S03 : GATTCTACTGCGCAGAGTGC/iB^iJ#^ : 3 3 

mTP-S04 : GTCTTTGAGGAGATCACAGC/E^J#^ : 3 4 

mTP-S05 : CAGAATGGAGAGTGGTCAGG/IB^J#^ : 3 5 

mTP-S06 : TCTCCAAAGACCCAAGGCAC/K?'J#^ : 3 6 

mTP-S07 : GGTTTCTGCTATCAnCTGC/IB?!]M : 3 7 

mTP-S08 ; ATCTGCACTGCAGAGACAGG/1E?'J#^ : 3 8 



WO 01/09349 



PCT/JP00/05062 



40 

mTP-A03 : CATGCAGTCTCCTCCGTACC/iE?iJ#-i§ ■ 3 9 

mTP-A04 : GAAACAAGGGGATGAGGAGC/E^JS^ : 4 0 

mTP-A05 : GGACTCTCCTTCTCACCAGG/E^JH^ : 4 1 

mTP-A06 : CATCGTGTACACCACTGGTC/1E?'J#^ : 4 2 

mTP-A07 : TCTGGATGCTCTTCTCATCC/E?iJ#-t : 4 3 

mTP-A08 : CATGGTCTTCATGCTGTTCC/IE3nj#-sf : 4 4 
£/Bl\Ts BigDye Terminator Cycle Sequencing FS Ready Reaction Kit (PE B 
iosystemsttHCTgsttro r =j;i/fc«£^H«Ufco mmLtz?>7MZ, 

? v -nts.fama.i&mmMtirmsMi prism® sio^x*^ vzt±? 4 y 

(PE Biosystemstt) f8MffU ^^DNAOME^JS^Lfco mZtitcmC-PLh 

cEioo9992©cDNA^sia^(iiB?«j#^: 3(c, *nj; ejt^nfcT" s 
simm^ : 4iz^r c 

U^Tf»90%-C»ofe (05, 6) „ 

®6K (C-PLACE1009992) , Stt«&Kft3- Kr*«fi^ ISB»fc^*Str 
£K^**-*S&JBfME8M* % MJK5aH©M#iSjMi#£ftfc 
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1. TIO (a) fr<b (d) ©V*r*i*»K:IB«©DNA. 

( a ) E?!l#* : 2 S fcfct 4 fcBBfE©?' i > KEBIfr €> * SSfi 3 - Kf 
NAo 

( b ) E5U#-5 : 1 * fe tt 3 fcffittOffiSEfll© = - K STO^trDNAo 

(c) iE?'J#^: 2Sfctt4tEtt©7'5>'BE5'Jt:*^TlSU<{±«l»©T 

SDNAo 

( d ) : 1 * fctt 3 £8ett©*g£E8lfr 6 ft SDNAi:* h'j>S?i>hft 
^ftK'A^'J^XU E8I«: 2Sfett4£fBtt©7£>'ttE9!lfr&& 

2 . E5UOT : 2 Sfctt4t:IB«©T^ yKE3»J*e>*5«aH©SB^7 , f- 
K*3-KT5DNAo 

3 . ilsRH 1 £ fc tt 2 £ BB©©DNA(C J:»>ri-F3ftSBfiK*fctt'*7'*-K. 

4 . at*® 1 2 Cffitt©DNA#if Adftfc'** *-o' 

5. Sfcli2t:gB«ODNASfctt»*Jl4CBB«0^^^-S«Kr i r5 

£B3S«©a GUI: fetter?- K©ttfc5iS. 

7 . »«® 3 tSB«©SeH*fctt^rf - H fetter Sift*. 

8 . SB^iJS^ : 1 3 tfB«OiSSE5!lfr?>ft SDRA^fett^OfflWiacffl 

9. »#B3fctB«©se*ciiS£i-3fc£«j©;** *)-=■> vfi&zibvx 
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1 0 . If ^Jg 1 $ L < tt 2 KIB«8©DNA N §f 3 (ZffitKOfi & M£ U < tfr*r 
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mi 



zymol : factor C=endotoxin-sensitive intracellular serine protease zymogen (S77064) 

ClotC : LIMULUS CLOTTING FACTOR C (P28175) 

MASP2 : COMPLEMENT-ACTIVATING COMPONENT OF RA-REACTIVE FACTOR (P48740 ) 

Chyroo : Chymotrypsin 
Chymase : Chymase 

Elast : Elastase 

e 

Query: ITAP-KTQGLRWPWQAAIYRRTSGVHDGSLHKGAWFLVCSGALVNERTVVVAAHCVTD 

Zymol : SPFIWNGNSTEIGQWPWQAGISRWLA DHNMWFLQCGGSLLNEKWIVTAAHCVTY 

MASP2 : MARIFNGRPAQKGTTPWIAMLS HLNGQPFCGGSLLGSSWIVTAAHCLHQ 

Chyroo: LSRIVNGEOAVPGSWPWQV — S LQDKTGFHFCGGS LIS EDWWT AAHCG VR 

Chyroa: I IGGTECKPHSRPYMAYLEIVT SNGPSKFCGGFLIRRNFVLTAAHCAGR 

Throra: IVEGSDAEI6MSPWQVMLFRK SPQELLCGASLISDRWVLTAAHCLLY 

El ast : — VVGGEEARPNSWPWQVSLQ YSSNGKWYHTCGGSLIANSWVLTAAHCISS 

Query: LGKVTMIKTADLKVVLGKFYRDDDRDEK — TIQSLQISAIILHPN 1750 

Zymol: SATAEIIDPNQFKMYLGKYYRDDSRDDO — YVQVREALEIHVNPN 856 

MASP2: SLDPKDPTLRDSDLLSPSDFKIILGKHWRLRSDENE QHLGVKHTTLHPK 543 

Chymo: TSD VVVAGEFDQGSOEENIQVLKIAK VFKNPKFSILTVN 

Chyma: SIT VTLGAHNITEEEOTWQKLEVIKQ FRHPKYNTSTLIAL 

Throm: PPWDKNF— TENDLLVR-IGKHSRTRYERNIEKISM — — LEKIYIHP — RYN 
Elast: SRTYRVG LGRHNLYVAESGS-LAVSVSKIVVHKDWNSN 

@ 

Query: YDPILLDADIAILKLLDKARISTRVQPICLAASR-DLSTSFQESHI-TVAGWNVLAD-V-RSP— 1927 

Zymol: YDPGNLNFOIALIQLKTPVTLTTRVQPICLPTDI-TTREHLKEGTLAVVTGWG LNEN 912 

MASP2 : YDPNTFENDVALVELLESPVLNAFVMPICLPE GPQQEGAMVIVSGWGKQFL-Q-RFPET 600 

Chymo: NDITLLKLATPARFSQTVSAVCLPSAD ODFPAGTLCATTGWGKTKYNANKTPOK 

Chyma : — MKLHHDIMLLKLKEKASLTLAVGTLPFPSQF NFVPPGRMCRVAGWGRTGV-LKPGSDT 

Throra: WR-ENLORDKKPVAFS OYIHPVCLPDRE-TAASLLQAGYKGRVTGWGNLKETVTANVGKG 

Elast: -Q-ISKGNDIALLKLANPVSLTDKIQLACLPP AGTI LPNNYPCYVTGWGRL 



+ @ 

Query: GFKNDTLRS — GVVSVVDSLLCEEQHEDHGIPVSVTDNMF-CASWEPTAPS — DICTAETGGIAA 

Zymol: NTYSETIQQ AVLPVVAASTCEEGYKEADLPLTVTENMF-CAGYK-KGRY — DACSGDS6G--P 

MASP2: LMEIE 1 P I VOHSTCQKA YAP— LKKKVTROM-I CAG-EKEGGK — D ACSGDSGGPMV 

Chymo: LQQAA LPLLSNAECKKSWG RRITDVM-ICAG — ASGV— SSCMGDSGGPLV 

Chyma: LQEVK LRLMDPQACSHFRDF OHNLQ-LCVG-NPRKTK— SAFKGOSGGPLL 

Throm: QPSVLQWN— — LPIVERPVCKDSTRI- RITDNM-FCAGYKP0EGKRG0ACE6DSGGPFV 

Elast: QTNGAVPOVLQQGRLLVVOYATCS— SSAWW-GSSVKTSM-ICAGGDGYI SSCNGDSGGPLN 



Query : VSFPGRASPEPRWHLMGLVSWSYDKTCSH-RLSTAFTKVLPFKDWIER 

Zymol : LVFADDSRTERRWVLEGIVSWGSPSGCGKANQYGGFTKVNVFLSWIRQ 

MASP2 : T LNRERGQWYLVGTVSWGD— DCGKKDRYGVYSYIHHNKDWIQR 

Chyroo : - — -CQ-KDGAVTLVGI VSWGS — OTCSTSSPGVYARVTKL IPWVQKI L AAN 

Chyroa : CAG VAQGIVSYGRS-DAKPP — AVFTRISHYRPWINQI LOAN 

Throm: MKSPFNNRWYOMGIVSWGE--GC0R0GKYGFYTHVFRLKKWIQKVIDQFGE 

El ast: CQASDGRWQVHGIVSFGSRLGCNYYHKPSVFTRVSNYIDWINSVIANN 
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f1@£ 
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T2 altL1 




"OPLACE001009992/MycHis 
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125 



>±f£ : b h 

ffintt (~scri»7'syKa)©c/±f*c7)7'^yK*ioo) = 90 % 




AA C-PLACE10 
AA mC-PLACE1 


1 
1 


10 20 30 40 50 
MELGCWTQLG LTFLQLLLIS SLPREYTVIN EACPGAEWNI MCRECCEYDQ 
MELDRWAQLG LVFLQLLLIS SLPREYTVIN EACPGAEWNI MCRECCEYDQ 


50 
50 


AA C-PLACE10 
AA mC-PLACE1 


51 
51 


60 70 80 90 100 
IECVCPGKRE VVGYTIPCCR NEENECDSCL IHPGCTIFEN CKSCRNGSWG 
IECLCPGKKE VVGYTIPCCR NEDNECDSCL IHPGCTIFEN CKSCRNGSWG 


100 
100 


AA C-PLACE10 
AA mC-PLACEl 


101 
101 


110 120 130 140 150 
GTLDDFYVKG FYCAECRAGW YGGDCMRCGQ VLRAPKGQIL LESYPLNAHC 
GTLDDFYVKG FYCAECRAGW YGGDCMRCGQ VLRASKGQIL LESYPLNAHC 


150 
150 


AA C- PL ACE 10 
AA mC-PLACEl 


151 
151 


160 170 180 190 200 
EWTIHAKPGF VIQLRFVMLS LEFDYMCQYD YVEVRDGDNR DGQIIKRVCG 
EWTIHARPGF IIQLRFGMLS LEFDYMCQYD YVEVRDGDNS DSPIIKRFCG 


200 
200 


AA C-PLACE10 
AA mC-PLACE1 


201 
201 


210 220 230 240 250 
NERPAPIQSI GSSLHVLFHS DGSKNFDGFH AIYEEITACS SSPCFHDGTC 
NERPAPIRST GSSLHVLFHS DGSKNFDGFH AVFEEITACS SSPCFHDGTC 


250 
250 


AA C-PLACE10 
AA mC-PLACE1 


251 
251 


260 270 280 290 300 
VLDKAGPYKC ACLAGYTGQR CENLLEAGKS KIKASEDSLS VLEERNCSDP 
LLDTTGSFKC ACLAGYTGQR CENLLE ERNCSDL 


300 
300 


AA C-PLACE10 
AA raC-PLACE1 


301 
301 


310 320 330 340 350 
GGPVNGYQKI TGGPGLINGR HAKIGTVVSF FCNNSYVLSG NEKRTCQQNG 
GGPVNGYKKI TEGPGLLNEH HVKIGTVVSF FCNGSYVLSG NEKRTCQQNG 


350 
350 


AA C-PLACE10 
AA mC-PLACEl 


351 
351 


360 370 380 390 400 
EWSGKQPICI KACREPKISD LVRRRVLPMQ VQSRETPLHQ LYSAAFSKQK 
EWSGKQPVCM KACREPKISD LVRRRVLSMQ VQSRETPLHQ LYSTAFSKQK 


400 
400 


AA C-PLACE10 
AA BiC-PLACE1 


401 
401 


410 420 430 440 450 
LQSAPTKKPA LPFGDLPMGY QHLHTQLQYE CISPFYRRLG SSRRTCLRTG 
LODASTKKPA LPFGDLPPGY QHLHTQVQYE CISPFYRRLG SSRRTCLRTG 


450 
450 


AA C-PLACE10 
AA mC-PLACE1 


451 
451 


460 470 480 490 500 
KWSGRAPSCI PICGKIENIT APKTQGLRWP WQAAIYRRTS GVHDGSLHKG 
KWSGRAPSCI PICGKIESTP SPKTQGTRWP WQAAIYRRTS GVHDGGLHKG 


500 
500 


AA C-PLACE10 
AA raC-PLACEl 


501 
501 


510 520 530 540 550 
AWFLVCSGAL VNERTWVAA HCVTOLGKVT MIKTADLKVV LGKFYRDDDR 
AWFLVCSGAL VNERTWVAA HCVTELGKAT IIKTADLKVV LGKFYRDDDR 


550 
550 


AA C-PLACE10 
AA raC-PLACEl 


551 
551 


560 570 580 590 600 
DEKTIQSLQI SAIILHPNYD PILLDADIAI LKLLDKARIS TRVQPICLAA 
DEKSIQNLRV SAIILHPNYD PILLDTOIAV LKLLDKARIS TRVQPICLAT 


600 
600 
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AA C-PLACE10 
AA mC-PLACEl 


610 620 630 640 
601 SRDLSTSFQE SHITVAGWNV LADVRSPGFK NDTLRSGWS 
601 TRDLSTSFQE SHITVAGWNI LADVRSPGFK NDTLHYGMVR 


650 

VVDSLLCEEQ 
VVDPMLCEEO 


650 
650 


AA C-PLACE10 
AA mC-PLACE1 


660 670 680 690 700 
651 HEDHGIPVSV TDNMFCASWE PTAPSDICTA ETGGIAAVSF PGRASPEPRW 
651 HEDHGIPVSV TDNMFCASKD PSTPSDICTA ETGGIAALSF PGRASPEPRW 


700 
700 


AA C-PLACE10 
AA mC-PLACEl 


710 720 730 740 
701 HLMGLVSWSY OKTCSHRLST AFTKVLPFKO WIERNMK* 
701 HLVGLVSWSY DKTCSNGLST AFTKVLPFKO WIERNMK* 


750 


750 
750 
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AU067539 
AU0B7539 


AGCTTGGGGAGG 

TCCCGGCAA6AGCAGAGCCCGCTGCCCTGTTCTC6CCTAGGCATCCCTCCA 


PLACE1 009992 : 
AU067539 : 


Met 

AAAAAAAAAAAAAAAAGTAGACGCTCGGGCACCAGCCGCGGCAAGGATG 
CAGTCACTCCCCTCCAGTCACTCGGTACCGACACAGCAACGGGAAACGATG 


PLACE1 009992 : 
AU067539 : 


G1 uLeuGl yCysTrpThrGl nLeuGl y LeuThrPheLeuGl nLeuLeuLeu 
GAGCTGGGTTGCTGGACGCAGnGGGGCTCACTTTTCTTCAGCTCCTTCTC 
GAGCTAGACAGATGGGCGCAGTTGGGGGTGGTGTTCCTGCAGCTCCTTCTC 


PLACE1 009992 : 
AU067539 : 


1 1 eSe rSerieuProArgGl uTy rThrVal 11 eAsnGl uAl aCysProGI y 
ATCTCGTCCTTGCCAAGAGAGTACACAGTCATTAATGAAGCCTGCCCTGGA 
ATCTCATCGTTGCCAAGAGAGTACACGGTCATTAATGAAGCCTGTCCCGGA 


PLACE1 009992 : 
AU067539 


A1 aGI uTrpAsnl 1 eMe tCysArgGl uCysCysGl uTy r AspGl nl 1 eGl u \ 

GCAGAGTGGAATATCATGTGTCGGGAGTGCTGTGAATATGATCAGATTGAG 

GCTGAGT6GAACATCATGTGTTGAGAATGTTGTGAATAT6ATCAGATTGAA 


PLACE1 009992 : 
AU067539 


CysValCysProGlyLysArgGluValValGlyTyrThrlleProCysCys 
TGCGTCTGCCCCGGAAAGAGGGAAGTCGTGGGTTATACCATCCCTTGCTGC 
TGCCTCTGCCCAGGAAAGAAGGAAGTGGTGGGTTACACCATCCCATGCTGC 


PL ACE1 009992 : 
AU067539 


ArgAsnGl uGl uAsnGl uCysAspSerCysLeuIl eHi sProGl yCysThr 
AGGAATGAGGAGAATGAGTGTGACTCCTGCCTGATCCACCCAGGTTGTACC 
AGGAATGAGGATAATGAATGTGACTCCTGTCTAATTCACCCAGGTTGTACC 


PLACE1 009992 : 
AU067539 : 


11 ePheGI uAsnCysLysSerCysArgAsnGl ySerTrpGl yGl yThrLeu 
ATCTTTGAAAACTGCAAGAGCTGCCGAAATGGCTCATGGGGGGGTACCTTG 
ATCTTTGAAAACTGCAAGAGCTGCCGCAATGGCTCCTGGGGCGGAACTCTG 


PLACET 009992 : 
AU067539 : 


AspAspPheTy rVal LysGl yPheTy rCysAl aGI uCysArgAl aGI yTrp 
GATGACTTCTATGTGAAGGGGTTCTACTGTGCAGAGTGCCGAGCAGGCTGG 
GATGACTTCTACGTGAAGGGATTCTACTGCGCAGAGTGCAAGGCAAGCTGG 


PLACE1 009992 . 
AU067539 


TyrGlyGlyAspCysMetArgCysGlyGln ValLeuArgAlaProLysGly 
TACGGAGGAGACTGCATGCG ATGTGG CCA-GGTTCTGC6AGCCCCAAAGGG 
TACGGAGGAGACTGCATGCGATGTGGCCAAGGTTCTTCGAGCCTCAAAGGG 


PLACE1 009992 
AU067539 


Gl nil eLeuLeuGl uSerTy rProLeuAsnAl aHi sCysGl uTrpThrl 1 e 
TCAGATTTTGTT6GAAAGCTATCCCCTAAATGCTCACTGTGAATGGACCATT 
TCAGATCTTGTTGGAGAGCTATCCCTTAAACGCTCACTGTGAATGGGACTAT 


PLACE1 009992 

AU067539 

AW323842 


HisAlaLysProGlyPheVallleGlnLeuArgPheValMetLeuSerLeu 
CATGCTMACCTGGGTTTGTCATCCAACTAAGATTTGTCATGTTGAGCCTG 
TCATGCCANACCTGGGTTATCATCCANTTGANGTTTGGTATGCTGAACCTA 

AGCCTA 


PLACE1 009992 

AU067539 

AW323842 


Gl uPheAspTyrMetCysGl nTyrAspTy rVal Gl uVal ArgAspGl yAsp 
GAGTTTGACTACATGTGCCAGTATGACTATGTTGAGGTTCGTGATGGAGAC 
NAGTTTGACTACATGTGCCNATATGACTATGTG6AGGTCCNCNATGGGGAT 
GAGTTTGACTACATGTGCCAATATGACTACGTGGAGGTCCGCGATGGG6AT 
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PLACE1 009992 
AU067539 
AW323842 
AA444868 



PLACE1 009992 
AU067539 
AW323842 
AA444868 



PLACE1009992 

AW323842 

AA444868 



PLACE1009992 

AW323842 

AA444868 
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AsnArg AspGl yGlnllell eLysArg Val CysGl yAsnGl uAr gP roAl a 
AACCGC-GATGGCCAGATCATCAAGCGTGTCTGTG6CAACGAGCGGCCAGCT 
AATANTTGACAGCCCTATCATCAAANGTTTCTGTGGCAAC-AAGAGGCAACT 
AATAGT-GACAGCCCTATCATCAAGCGTTTCTGTGGCAACGAGAGGCCAGCT 
ATCAAGCGTTTCTGTGGCAACGAGAGGCCAGCT 

P ro II eGl nSerl 1 eGl ySerSerLeuHi sVal LeuPheHi sSerAspGl y 

CCTATCCAGAGCATAGGATCCTCACTCCACGTCCTCTTCCACTCCGATGGC 

CCAACAGGAGCAACTGGCTCTTCANTCCAAGTCCTTTCC-ATTCTGATGG 

CCCATCAGGAGCACTGGCTCTTCACTCCATGTCCTTTTCCATTCTGATGGC 

CCCATCAGGAGCACTGGCTCTTCACTCCATGTCCTTTTCCATTCTGATGGC 

SerLysAsnPheAspGl yPheHisAlall eTyrGl uGl ull eThrAl aCysSer 
TCCAAGAATTrTGACGGTTTCCATGCCATTTATGAGGAGATCACAGCATGCTCC 
TCCAAGAACTTCGATGGCTTCCACGCTGTCTTTGAGGAGATCACAGCGTGCTCC 
TCCAAGAACTTCGATGGCTTCCACGCTGTCTTTGAGGAGATCACAGCGTGCTCC 

SerSerProCysPheHisAspGlyThrCysValLeuAspLysAlaGlyProTyr 
TCATCCCCTTGTTTCCATGACGGCACGTGCGTCCTTGACAAGGCTGGACCTTAC 
TCATCCCCnGTTTCCATGATGGCACATGCCTCCTTGACACCACTGGGTCTTTC 
TCATCCCCnGTTTCCATGATGGCACATGCCTCCTTGACACCACTGGGTCTTTC 



M . nc , „ nnnn L y sC ysAl aCysLeuAl aGl yTyrThrGI yGl nArgCysGl uAsnleuLeuGl u 
PLACE1009992 : AAGTGTGCCTGCTTGGCAGGCTATACTGGGCAGCGCTGTGAAAATCTTCTGGAG 
AAGTGTGCCTGCCTGGCTGGCTACACTGGGCAGCGCTGTGAAAATCTACTTGAA 
AAGTGTGCCTGCCTGGCTGGCTACACTGGGCAGCGCTGTGAAAATCTACTTGAA 



AW323842 
AA444868 



D(ArciA . nftn , ^ aG1yLysSerL y sIleL y sA ^SerGluAspSerLeuSerVaUeuGluG1u 
PLACE1009992 : GCTGGGAAGTCCAAGATCAAGGCGTCAGAAGATTCATTGTCTGTCCTTGAAGAA 



AW323842 
AA444868 



-GAA 
-GAA 



ArgAsnCysSerAspProGI yGl yProVal AsnGl yTyrGl nLysIl eThrGl v 
PLACE1009992 : AGAAACTGCTCAGACCCTGGGGGCCCAGTCAATGGGTACCAGAAAATAACAGGG 
AGAAACTGCTCAGACCTTGGGGGGCCAGTCAATGGGTACAAGAAAATCACAGAA 
AGAAACTGCTCAGACCTTGGGGGGCCAGTCAATGGGTACAAGAAAATCACAGAA 

GTT 



AW323842 
AA444868 
AI536361 



Gl yProGI y Leull eAsnGl yArgHi sAl alysll eGl yThrVal Val SerPhe 
PLACE1009992 : GGCCCTGGGCTTATCAACGGACGCCATGCTAAAATTGGCACCGTGGTGTCTTTC 
GGTCCTGGACTTCTCAATGAGCGCCATGTAAAAATTGGCACGGT 
GGTCCTGGACnCTCAATGAGWCCATGTAAAAATTGGCACGGTTGTGTCTTTC 
TTGAAGCTTTTCTAACCCATGCAGCCCCAGAGACCTGTGAATGATTGCATGGTG 



AW323842 
AA444868 
AI536361 



AA444868 
AI536361 



PheCysAsnAsnSerTyrVal LeuSerGl yAsnGl uLysArgThrCvsGlnGIn 
PLACE1009992 : TTTTGTAACAACTCCTATGTTCTTAGTGG^TGAGAniwAAOTKWG^ 
TTTTGTAACGGCTCATACGTTCTGAGTGGCAATGAGAAACGAACTTGCCAGCAG 
TCTGGAAGGGTGGGAGTCAGGTGTTATTCTGGGTGTCGTGATGT6ACCAGTAAG 



D ,,p Cinnnnn , ^^^^SerGlyLysGlnProIleCysIleLysAlaCysArgGluPro 
PLACE1009992 : AATGGAGAGTGGTCAGGGAAACAGCCCATCTGCATAAAAGCCTGCCGAGAACCA 
AATGGAGAGTGGTCAGGAAAGCAACCTGTCTGCATGAAAGCCTGCCGGGAAC 
GTgSGAAAAGCATCACACAGCTTGGCTTATCTGTTTCTAGCCTfinnRRRAtPpfi 



AA444868 
AI536361 



WO 01/09349 



PCT/JPOO/05062 



9/1 0 

®9 

Lysl 1 eSe rAspLeuVa 1 ArgArgAr gVal LeuProMe tGl nVal Gl nSerArg 
PLACE1 009992 : AAGATTTCAGACCTGGTGAGAAGGAGAGTTCTTCCGATGCAGGTTCAGTCAAGG 
AI536361 : AAGATCTCAGACCTGGTGAGAAGGAGAGTCCTTTCGATGCAGGTTCAGTCAAGG 

GluThrProLeuHisGlnLeuTyrSerAlaAlaPheSerLysGlnLysLeuGln 
PLACE1 009992 : GAGACACCATTACACCAGCTATACTCAGCGGCCTTCAGCAAGCAGAAACTGCAG 
AI536361 : GAGACACCATTACATCAGCTnATTCCACGGCTTTCAGCAAGCAGAAATTGCAG 

SerAl aProThrLysLysProAl aLeuProPheGl yAspLeuProMetGl yTyr 
PLACE1 009992 : AGTGCCCCTACCAAGAAGCCAGCCCTTCCCTTTGGAGATCTGCCCATGGGATAC 
AI536361 : GATGCCTCTACCAAAAAGCCAGCCCTTCCATTTGGAGACCTGCCCCCTGGATAC 

| GlnHisLeuHisThrGlnLeuGlnTyrGluCysIleSerProPheTyrArgArg 
PLACE1 009992 : CAACATCTGCATACCCAGCTCCAGTATGAGTGCATCTCACCCTTCTACCGCCGC 
AI536361 : CAACATCTGCACACCCAAGTCCAGTATGAGTGCATCTCGCCCTTCTACCGCCGC 

LeuGl ySerSerArgArgThrCysLeuArgThrGI yLysTrpSerGI yArg 
PLACE1 009992 : CTGGGCAGCAGCAGGAGGACATGTCTGAGGACTGGGAAGTGGAGTGGGCGG 
AI536361 : CTGTGAAGCAGCAGGAGGACATGCCTGAGAACTGNGAAGTGGAGTGGGCGG 

AlaProSerCysIleProIleCysGlyLysIleGluAsnlleThrAlaPro 
PLACE1009992 : GCACCATCCTGCATCCCTATCTGCGGGAAAATTGAGAACATCACTGCTCCA 
AI536361 : GCCCCGTCCTGTATCCCAATCTGTGGAAAAATCGAGAGCACTCCTTCTCCA 
AA83321 0 : GCGC-GTCCTGTATCC-AATCTGTGGAAAAATCGAGAGCACTCCTTCTCCA 

LysThrGI nGl y LeuArgTrpProTrpGl nAl aAl al 1 eTyr ArgArgThr 
PLACE1 009992 : AAGACCCAAGGGTTGCGCTGGCCGTGGCAGGCAGCCATCTACAGGAGGACC 
AI536361 : AAGACCCAAGGCACCCGCT6GCCATGGCAG6CAGCCATCTACCGGAGGACC 
AA83321 0 : AAGACCCAAGGCACCCGCTGGCCATGGCAGGCAGC-ATCTACCGGAG-ACC 

SerGI y Val Hi sAspGl ySer LeuHi sLysGl yAl aTrpPheLeuVal Cys 
PLACE1009992 : AGCGGGGTGCATGACGGCAGCCTACACAAGGGAGCGTGGTTCCTAGTCTGC 
AI536361 : AGTGGTGTACACGATGGTGGTCTGCACANAGGTGCATG 
AA833210 : AGTGGTGTACACGATGGTGGTCTGCACAAAGGTGCATGGTTCTTGGTCTGC 

SerGI yAl a LeuVal AsnGI uArgThrVal Val Val Al aAl aHi sCysVal 
PLACE1009992 : AGCGGTGCCCTGGTGAATGAGCGCACTGTGGTGGTGGCTGCCCACTGTGTT 
AA833210 : AGTGGTGCCCTGGTGAATGAACGGACTGTGGTTGTGGCTGCCCACTGTGTG 

ThrAspLeuGlyLysValThrftetlleLysThrAlaAspLeuLysValVal 
PLACE1 009992 : ACTGACCTGGGGAAGGTCACCATGATCAAGACAGCAGACCTGAAAGTTGTT 
AA833210 : ACTGAGCTGGGGAAGGCCACCATCATCAAGACAGCAGACCTCAAGGTTGTC 

LeuGlyLysPheTyrArgAspAspAspArgAspGluLysThrlleGlnSer 
PLACE1009992 : TTGGGGAAATTCTACCGGGATGATGACCGGGATGAGAAGACCATCCAGAGC 
AA8332 1 0 : TTGGGAAAATTCTACAGGGACGATGATCGGGATGAGAAGAGCATCCAGAAT 

LeuGlnlleSerAlallelleLeuHisProAsnTyrAspProIleLeuLeu 
PLACE1009992 : CTACAGATTTCTGCTATCATTCTGCATCCCAACTATGACCCCATCCTGCTT 
AA833210 : TTACGGGTTTCTGCTATCATTCTGCTCCCTGACCTACAAAACAAAAAAAAA 

AspAlaAspIleAlalleLeuLysLeuLeuAspLysAlaArglleSerThr 
PLACE1 009992 : GATGCTGACATCGCCATCCTGAAGCTCCTAGACAAGGCCCGTATCAGCACC 
AA833210 : AAAAAAAAAAAGATAC 
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Ell 0 

ArgVal G1 nProIl eCysLeuAl aAl aSer ArgAspLeuSerThrSerPhe 
PLACE1 009992 : C6AGTCCAGCCCATCT6CCTCGCTGCCA6TC6GGATCTCAGCACTTCCTTC 

Gl nGl uSerHi sll eThrVal Al aGl yTrpAsnVal LeuAl aAspVal Arg 
PLACE1 009992 : CAGGAGTCCCACATCACTGTGGCTGGCTGGAATGTCCTGGCAGACGTGAGG 

SerProGI yPheLysAsnAspThrLeuArgSerGlyVal Val SerVal Val 
PLACE1 009992 : AGCCCTGGCTTCAAGAACGACACACTGCGCTCTGGGGTGGTCAGTGTGGTG 

AspSer LeuLeuCysGl uGl uGl nHi sGl uAspHisGly II eProVal Ser 
PLACE1009992 : GACTCGCTGCTGTGTGAGGAGCAGCATGAGGACCATGGCATCCCAGTGAGT 
AA1 99 1 96 CAATGCTTTGTGAGGAACAGCATGAAGACCATGGCATTCCAGTTAGT 

Val ThrAspAsnMetPheCysAl aSerTrpGl uProThr Al aProSer Asp 
PLACE1 009992 : GTCACTGATAACATGTTCTGTGCCAGCTGGGAACCCACTGCCCCTTCTGAT 
AA199196 ; GTCACTGACAACATGTTCTGTGCCAGCAAAGATCCCAGTACCCCTTCTGAC 

II eCysThr Al aGl uThrGI yGl y I 1 eAl aAl aVal SerPheProGl yArg 
PLACE1009992 : ATCTGCACTGCAGAGACAGGAGGCATCGCGGCTGTGTCCTTCCCGGGACGA 
AA1 991 96 : ATCTGCACTGCAGAGACAGGGGGCATCGCTGCTTTGTCCTTCCCAGGCCGA 

Al aSerProGl uProArgTrpHi s LeuMetGl y LeuVal SerTrpSe rTy r 
PIACE1009992 : GCATCTCCTGAGCCAC6CTGGCATCTGATGGGACTGGTCAGCTGGAGCTAT 
AAl 99 1 96 : GCATCCCCCGAGCCACGCTGGCATTTGGTGGGGCTGGTCAGCTGGAGCTAT 

AspLysThrCysSerHisArgLeuSerThrAlaPheThrLysValLeuPro 
PLACE1 009992 : GATAAAACATGCAGCCACAGGCTCTCCACTGCCTTCACCAAGGTGCTGCCT 
AA1 991 96 : GACAAGACATGTAGCAATGGCCTATCCACAGCCTTCACAAAGGTGTTGCCG 

Phe LysAspTrpI 1 eGl uArgAsnMetLys*** 
PLACE1 009992 : TTTAAA6ACTGGATTGAAAGAAATATGAAATGAACCATGCTCATGCACTCC 
AA199196 : TTCAAAGACTGGATTGAGAGAAACATGAAATGAACCAGCCACAAGGCCACT 

PLACE1 009992 : TTGAGAAGTGTTTCTGTATATCCGTCT6TACGTGTGTCATTGCGTGAAGCA 
AA199196 : GAGAAGCCTTTTCCTAGCATCCGTCTGTACATATGTTGTATAGAACAATGC 

PLACE1 009992 : 6TGTGGGCCTGAAGTGTGATTTGGCCTGTGAACTTGGCTGTGCCAGG6CTT 
AA199196 : GGGCCTGAAGTGTMTTTTGCCCACCATCTTGGCTACTGAAAGGCTCCTGG 

PLACE1 009992 : CTGACTTCAGGGACAAAACTCAGTGAAGGGTGAGTAGACCTCCATTGCTGG 
AA1 991 96 : TTTCAGGGACTTATCTCAATAGAGGGTGAACAGAGTTTACTTCATCAGGGA 

PLACE1 009992 : TAGGCTGATGCCGCGTCCACTACTAGGACAGCCAATTGGAAGATGCCAGGG 
AA199196 : ACTGTCTCCCTGACTGCTTGGGAATCATCTAAAAGATGCCAGGTCTTGC 

PLACE1009992 : CTTGCAAGAAGTAAGTTTCTTCAAAGAAGACCATATACAAAACCTCTCCAC 

PLACE1009992 : TCCACTGACCTGGTGGTCTTCCCCAACTTTCAGTTATACGAATGCCATCAG 

PLACE1 009992 : CTGACCAGGGAAGATCTGGGCTTCATGAGGCCCCTTTTGAGGCTCTCAAGT 

PLACE1 009992 : TCTAGAGAGCTGCCTGTGGGACAGCCCAGGGCAGCAGAGCTGGGATGTGGT 

PLACE1 009992 : GCATGCCTTTGTGTACATGGCCACAGTACAGTCTGGTCCTTTTCCTTCCCC 

PLACE1 009992 : ATCTCTTGTACACATTTTAATAAAATAAGGGTTGGCTTCTGAACTAC 
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<160> 44 
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<210> 1 
<211> 2784 
<212> DNA 

<213> Homo Sapiens 

<220> 
<221> CDS 

<222> (47).. (2257) 
<400> 1 

aaaaaaaaaa aaaaaagtag acgctcgggc accagccgcg gcaagg atg gag ctg 55 

Met Glu Leu 
1 

ggt tgc tgg acg cag ttg ggg etc act ttt ctt cag etc ctt etc ate 103 
Gly Cys Trp Thr Gin Leu Gly Leu Thr Phe Leu Gin Leu Leu Leu He 
5 10 15 

teg tec ttg cca aga gag tac aca gtc att aat gaa gee tgc cct gga 151 
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Ser Ser Leu Pro Arg Glu Tyr Thr Val He Asn Glu Ala Cys Pro Gly 
20 25 30 35 



gca gag tgg aat ate atg tgt egg gag tgc tgt gaa tat gat cag att 
Ala Glu Trp Asn He Met Cys Arg Glu Cys Cys Glu Tyr Asp Gin He 
40 45 50 



199 



gag tgc gtc tgc ccc gga aag agg gaa gtc gtg ggt tat acc ate cct 247 
Glu Cys Val Cys Pro Gly Lys Arg Glu Val Val Gly Tyr Thr lie Pro 
55 60 65 

tgc tgc agg aat gag gag aat gag tgt gac tec tgc ctg ate cac cca 295 
Cys Cys Arg Asn Glu Glu Asn Glu Cys Asp Ser Cys Leu He His Pro 
70 75 80 

ggt tgt acc ate ttt gaa aac tgc aag age tgc cga aat ggc tea tgg 343 
Gly Cys Thr He Phe Glu Asn Cys Lys Ser Cys Arg Asn Gly Ser Trp 
85 90 95 

ggg ggt acc ttg gat gac ttc tat gtg aag ggg ttc tac tgt gca gag 391 
Gly Gly Thr Leu Asp Asp Phe Tyr Val Lys Gly Phe Tyr Cys Ala Glu 
100 105 110 115 



tgc cga gca ggc tgg tac gga gga gac tgc atg cga tgt ggc cag gtt 439 
Cys Arg Ala Gly Trp Tyr Gly Gly Asp Cys Met Arg Cys Gly Gin Val 
120 125 130 
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ctg cga gcc cca aag ggt cag att ttg ttg gaa age tat ccc eta aat 487 
Leu Arg Ala Pro Lys Gly Gin He Leu Leu Glu Ser Tyr Pro Leu Asn 
135 HO 145 

get cac tgt gaa tgg ace att cat get aaa cct ggg ttt gtc ate caa 535 
Ala His Cys Glu Trp Thr He His Ala Lys Pro Gly Phe Val He Gin 
150 155 160 



eta aga ttt gtc atg ttg age ctg gag ttt gac tac atg tgc cag tat 
Leu Arg Phe Val Met Leu Ser Leu Glu Phe Asp Tyr Met Cys Gin Tyr 
165 170 175 



583 



gac tat gtt gag gtt cgt gat gga gac aac cgc gat ggc cag ate ate 
Asp Tyr Val Glu Val Arg Asp Gly Asp Asn Arg Asp Gly Gin He He 
180 185 190 195 



631 



aag cgt gtc tgt ggc aac gag egg cca get cct ate cag age ata gga 
Lys Arg Val Cys Gly Asn Glu Arg Pro Ala Pro He Gin Ser He Gly 
200 205 210 



679 



tec tea etc cac gtc etc ttc cac tec gat ggc tec aag aat ttt gac 727 
Ser Ser Leu His Val Leu Phe His Ser Asp Gly Ser Lys Asn Phe Asp 
215 220 225 



ggt ttc cat gcc att tat gag gag ate aca gca tgc tec tea tec cct 775 
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Gly Phe His Ala He Tyr Glu Glu He Thr Ala Cys Ser Ser Ser Pro 
230 235 240 



tgt ttc cat gac ggc acg tgc gtc ctt gac aag get gga cct tac aag 
Cys Phe His Asp Gly Thr Cys Val Leu Asp Lys Ala Gly Pro Tyr Lys 
245 250 255 



823 



tgt gec tgc ttg gca ggc tat act ggg cag cgc tgt gaa aat ctt ctg 871 
Cys Ala Cys Leu Ala Gly Tyr Thr Gly Gin Arg Cys Glu Asn Leu Leu 
260 265 270 275 



gag get ggg aag tec aag ate aag gcg tea gaa gat tea ttg tct gtc 
Glu Ala Gly Lys Ser Lys He Lys Ala Ser Glu Asp Ser Leu Ser Val 
280 285 290 



919 



ctt gaa gaa aga aac tgc tea gac cct ggg ggc cca gtc aat ggg tac 967 

Leu Glu Glu Arg Asn Cys Ser Asp Pro Gly Gly Pro Val Asn Gly Tyr 

295 300 305 

cag aaa ata aca ggg ggc cct ggg ctt ate aac gga cgc cat get aaa 1015 

Gin Lys He Thr Gly Gly Pro Gly Leu He Asn Gly Arg His Ala Lys 

310 315 320 

att ggc ace gtg gtg tct ttc ttt tgt aac aac tec tat gtt ctt agt 1063 

He Gly Thr Val Val Ser Phe Phe Cys Asn Asn Ser Tyr Val Leu Ser 
325 330 335 
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ggc aat gag aaa aga act tgc cag cag aat gga gag tgg tea ggg aaa 1111 
Gly Asn Glu Lys Arg Thr Cys Gin Gin Asn Gly Glu Trp Ser Gly Lys 
340 345 350 355 

cag ccc ate tgc ata aaa gee tgc cga gaa cca aag att tea gac ctg 1159 
Gin Pro He Cys He Lys Ala Cys Arg Glu Pro Lys He Ser Asp Leu 
360 365 370 

gtg aga agg aga gtt ctt ccg atg cag gtt cag tea agg gag aca cca 1207 
Val Arg Arg Arg Val Leu Pro Met Gin Val Gin Ser Arg Glu Thr Pro 
375 380 385 

tta cac cag eta tac tea gcg gec ttc age aag cag aaa ctg cag agt 1255 
Leu His Gin Leu Tyr Ser Ala Ala Phe Ser Lys Gin Lys Leu Gin Ser 
390 395 400 

gec cct acc aag aag cca gec ctt ccc ttt gga gat ctg ccc atg gga 1303 
Ala Pro Thr Lys Lys Pro Ala Leu Pro Phe Gly Asp Leu Pro Met Gly 
405 410 415 

tac caa cat ctg cat acc cag etc cag tat gag tgc ate tea ccc ttc 1351 
Tyr Gin His Leu His Thr Gin Leu Gin Tyr Glu Cys He Ser Pro Phe 
420 425 430 435 

tac cgc cgc ctg ggc age age agg agg aca tgt ctg agg act ggg aag 1399 
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Tyr Arg Arg Leu Gly Ser Ser Arg Arg Thr Cys Leu Arg Thr Gly Lys 
440 445 450 



tgg agt ggg egg gca cca tec tgc ate cct ate tgc ggg aaa att gag 1447 
Trp Ser Gly Arg Ala Pro Ser Cys He Pro He Cys Gly Lys lie Glu 
455 460 465 



aac ate act get cca aag acc caa ggg ttg cgc tgg ccg tgg cag gca 1495 

Asn lie Thr Ala Pro Lys Thr Gin Gly Leu Arg Trp Pro Trp Gin Ala 
470 475 480 

gec ate tac agg agg acc age ggg gtg cat gac ggc age eta cac aag 1543 

Ala He Tyr Arg Arg Thr Ser Gly Val His Asp Gly Ser Leu His Lys 
485 490 495 



gga gcg tgg ttc eta gtc tgc age ggt gee ctg gtg aat gag cgc act 1591 
Gly Ala Trp Phe Leu Val Cys Ser Gly Ala Leu Val Asn Glu Arg Thr 
500 505 510 515 



gtg gtg gtg get gee cac tgt gtt act gac ctg ggg aag gtc acc atg 1639 
Val Val Val Ala Ala His Cys Val Thr Asp Leu Gly Lys Val Thr Met 
520 525 530 



ate aag aca gca gac ctg aaa gtt gtt ttg ggg aaa ttc tac egg gat 
He Lys Thr Ala Asp Leu Lys Val Val Leu Gly Lys Phe Tyr Arg Asp 
535 540 545 



1687 
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gat gac egg gat gag aag acc ate cag age eta cag att tct get ate 1735 
Asp Asp Arg Asp Glu Lys Thr He Gin Ser Leu Gin He Ser Ala He 
550 555 560 

att ctg cat ccc aac tat gac ccc ate ctg ctt gat get gac ate gee 1783 
He Leu His Pro Asn Tyr Asp Pro He Leu Leu Asp Ala Asp He Ala 
565 570 575 

ate ctg aag etc eta gac aag gee cgt ate age acc cga gtc cag ccc 1831 
He Leu Lys Leu Leu Asp Lys Ala Arg He Ser Thr Arg Val Gin Pro 
580 585 590 595 

ate tgc etc get gee agt egg gat etc age act tec ttc cag gag tec 1879 
He Cys Leu Ala Ala Ser Arg Asp Leu Ser Thr Ser Phe Gin Glu Ser 
600 605 610 

cac ate act gtg get ggc tgg aat gtc ctg gca gac gtg agg age cct 1927 
His He Thr Val Ala Gly Trp Asn Val Leu Ala Asp Val Arg Ser Pro 
615 620 625 

ggc ttc aag aac gac aca ctg cgc tct ggg gtg gtc agt gtg gtg gac 1975 
Gly Phe Lys Asn Asp Thr Leu Arg Ser Gly Val Val Ser Val Val Asp 
630 635 640 

teg ctg ctg tgt gag gag cag cat gag gac cat ggc ate cca gtg agt 2023 
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Ser Leu Leu Cys Glu Glu Gin His Glu Asp His Gly lie Pro Val Ser 
645 650 655 

gtc act gat aac atg ttc tgt gcc age tgg gaa ccc act gec cct tct 2071 
Val Thr Asp Asn Met Phe Cys Ala Ser Trp Glu Pro Thr Ala Pro Ser 
660 665 670 675 

gat ate tgc act gca gag aca gga ggc ate gcg get gtg tec ttc ccg 2119 
Asp He Cys Thr Ala Glu Thr Gly Gly He Ala Ala Val Ser Phe Pro 
680 685 690 

gga cga gca tct cct gag cca cgc tgg cat ctg atg gga ctg gtc age 2167 
Gly Arg Ala Ser Pro Glu Pro Arg Trp His Leu Met Gly Leu Val Ser 
695 700 705 

tgg age tat gat aaa aca tgc age cac agg etc tec act gcc ttc ace 2215 . 
Trp Ser Tyr Asp Lys Thr Cys Ser His Arg Leu Ser Thr Ala Phe Thr 
710 715 720 

aag gtg ctg cct ttt aaa gac tgg att gaa aga aat atg aaa 2257 
Lys Val Leu Pro Phe Lys Asp Trp lie Glu Arg Asn Met Lys 
725 730 735 

tgaaccatgc tcatgcactc cttgagaagt gtttctgtat ateegtctgt acgtgtgtca 2317 

ttgcgtgaag cagtgtgggc ctgaagtgtg atttggcctg tgaacttggc tgtgccaggg 2377 
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cttctgactt cagggacaaa actcagtgaa gggtgagtag acctccattg ctggtaggct 2437 

gatgccgcgt ccactactag gacagccaat tggaagatgc cagggcttgc aagaagtaag 2497 

tttcttcaaa gaagaccata tacaaaacct ctccactcca ctgacctggt ggtcttcccc 2557 

aactttcagt tatacgaatg ccatcagctg accagggaag atctgggctt catgaggccc 2617 

cttttgaggc tctcaagttc tagagagctg cctgtgggac agcccagggc agcagagctg 2677 

ggatgtggtg catgcctttg tgtacatggc cacagtacag tctggtcctt ttccttcccc 2737 

atctcttgta cacattttaa taaaataagg gttggcttct gaactac 2784 

<210> 2 
<211> 737 
<212> PRT 

<213> Homo Sapiens 
<400> 2 

Met Glu Leu Gly Cys Trp Thr Gin Leu Gly Leu Thr Phe Leu Gin Leu 
15 10 15 

Leu Leu He Ser Ser Leu Pro Arg Glu Tyr Thr Val He Asn Glu Ala 
20 25 30 
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Cys Pro Gly Ala Glu Trp Asn He Met Cys Arg Glu Cys Cys Glu Tyr 
35 40 45 

Asp Gin He Glu Cys Val Cys Pro Gly Lys Arg Glu Val Val Gly Tyr 
50 55 60 

Thr He Pro Cys Cys Arg Asn Glu Glu Asn Glu Cys Asp Ser Cys Leu 
65 70 75 80 



He His Pro Gly Cys Thr He Phe Glu Asn Cys Lys Ser Cys Arg Asn 
85 90 95 

Gly Ser Trp Gly Gly Thr Leu Asp Asp Phe Tyr Val Lys Gly Phe Tyr 
100 105 110 

Cys Ala Glu Cys Arg Ala Gly Trp Tyr Gly Gly Asp Cys Met Arg Cys 
115 120 125 

Gly Gin Val Leu Arg Ala Pro Lys Gly Gin lie Leu Leu Glu Ser Tyr 
130 135 140 

Pro Leu Asn Ala His Cys Glu Trp Thr He His Ala Lys Pro Gly Phe 
145 150 155 160 

Val He Gin Leu Arg Phe Val Met Leu Ser Leu Glu Phe Asp Tyr Met 
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165 170 175 

Cys Gin Tyr Asp Tyr Val Glu Val Arg Asp Gly Asp Asn Arg Asp Gly 
180 185 190 

Gin He He Lys Arg Val Cys Gly Asn Glu Arg Pro Ala Pro He Gin 
195 200 205 

Ser He Gly Ser Ser Leu His Val Leu Phe His Ser Asp Gly Ser Lys 
210 215 220 

Asn Phe Asp Gly Phe His Ala He Tyr Glu Glu He Thr Ala Cys Ser 
225 230 235 240 

Ser Ser Pro Cys Phe His Asp Gly Thr Cys Val Leu Asp Lys Ala Gly 
245 250 255 

Pro Tyr Lys Cys Ala Cys Leu Ala Gly Tyr Thr Gly Gin Arg Cys Glu 
260 265 270 

Asn Leu Leu Glu Ala Gly Lys Ser Lys He Lys Ala Ser Glu Asp Ser 
275 280 285 



Leu Ser Val Leu Glu Glu Arg Asn Cys Ser Asp Pro Gly Gly Pro Val 
290 295 300 
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Asn Gly Tyr Gin Lys He Thr Gly Gly Pro Gly Leu He Asn Gly Arg 
305 310 315 320 

His Ala Lys He Gly Thr Val Val Ser Phe Phe Cys Asn Asn Ser Tyr 
325 330 335 

Val Leu Ser Gly Asn Glu Lys Arg Thr Cys Gin Gin Asn Gly Glu Trp 
340 345 350 

Ser Gly Lys Gin Pro He Cys He Lys Ala Cys Arg Glu Pro Lys He 
355 360 365 

Ser Asp Leu Val Arg Arg Arg Val Leu Pro Met Gin Val Gin Ser Arg 
370 375 380 

Glu Thr Pro Leu His Gin Leu Tyr Ser Ala Ala Phe Ser Lys Gin Lys 
385 390 395 400 

Leu Gin Ser Ala Pro Thr Lys Lys Pro Ala Leu Pro Phe Gly Asp Leu 
405 410 415 

Pro Met Gly Tyr Gin His Leu His Thr Gin Leu Gin Tyr Glu Cys He 
420 425 430 

Ser Pro Phe Tyr Arg Arg Leu Gly Ser Ser Arg Arg Thr Cys Leu Arg 
435 440 445 
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Thr Gly Lys Trp Ser Gly Arg Ala Pro Ser Cys lie Pro He Cys Gly 
450 455 460 

Lys He Glu Asn lie Thr Ala Pro Lys Thr Gin Gly Leu Arg Trp Pro 
465 470 475 480 

Trp Gin Ala Ala He Tyr Arg Arg Thr Ser Gly Val His Asp Gly Ser 
485 490 495 

Leu His Lys Gly Ala Trp Phe Leu Val Cys Ser Gly Ala Leu Val Asn 
500 505 510 

Glu Arg Thr Val Val Val Ala Ala His Cys Val Thr Asp Leu Gly Lys 
515 520 525 

Val Thr Met He Lys Thr Ala Asp Leu Lys Val Val Leu Gly Lys Phe 
530 535 540 

Tyr Arg Asp Asp Asp Arg Asp Glu Lys Thr He Gin Ser Leu Gin He 
545 550 555 560 

Ser Ala He He Leu His Pro Asn Tyr Asp Pro He Leu Leu Asp Ala 
565 570 575 

Asp He Ala He Leu Lys Leu Leu Asp Lys Ala Arg He Ser Thr Arg 
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580 585 590 

Val Gin Pro lie Cys Leu Ala Ala Ser Arg Asp Leu Ser Thr Ser Phe 
595 600 605 

Gin Glu Ser His He Thr Val Ala Gly Trp Asn Val Leu Ala Asp Val 
610 615 620 

Arg Ser Pro Gly Phe Lys Asn Asp Thr Leu Arg Ser Gly Val Val Ser 
625 630 635 640 

Val Val Asp Ser Leu Leu Cys Glu Glu Gin His Glu Asp His Gly lie 
645 650 655 

Pro Val Ser Val Thr Asp Asn Met Phe Cys Ala Ser Trp Glu Pro Thr 
660 665 670 

Ala Pro Ser Asp He Cys Thr Ala Glu Thr Gly Gly He Ala Ala Val 
675 680 685 

Ser Phe Pro Gly Arg Ala Ser Pro Glu Pro Arg Trp His Leu Met Gly 

c 

690 695 700 

Leu Val Ser Trp Ser Tyr Asp Lys Thr Cys Ser His Arg Leu Ser Thr 
705 710 715 720 
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Ala Phe Thr Lys Val Leu Pro Phe Lys Asp Trp He Glu Arg Asn Met 
725 730 735 

Lys 

<210> 3 
<211> 2244 
<212> DNA 
<213> Mus lusculus 

<220> 

<221> CDS 

<222> (32).. (2191) 

<400> 3 

tcactcggta ccgacacagc aacgggaaac g atg gag eta gac aga tgg gcg 52 

Met Glu Leu Asp Arg Trp Ala 
15 

cag ttg ggg ctg gtg ttc ctg cag etc ctt etc ate tea teg ttg cca 100 
Gin Leu Gly Leu Val Phe Leu Gin Leu Leu Leu lie Ser Ser Leu Pro 
10 15 20 

aga gag tac acg gtc att aat gaa gee tgt ccc gga get gag tgg aac 148 
Arg Glu Tyr Thr Val He Asn Glu Ala Cys Pro Gly Ala Glu Trp Asn 
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25 30 35 

ate atg tgt aga gaa tgt tgt gaa tat gat cag att gaa tgc etc tgc 196 

He Met Cys Arg Glu Cys Cys Glu Tyr Asp Gin He Glu Cys Leu Cys 
40 45 50 55 

cca gga aag aag gaa gtg gtg ggt tac acc ate cca tgc tgc agg aat 244 

Pro Gly Lys Lys Glu Val Val Gly Tyr Thr He Pro Cys Cys Arg Asn 
60 65 70 

gag gat aat gaa tgt gac tec tgt eta att cac cca ggt tgt acc ate 292 

Glu Asp Asn Glu Cys Asp Ser Cys Leu He His Pro Gly Cys Thr lie 
75 80 85 

ttt gaa aac tgc aag age tgc cgc aat ggc tec tgg ggc gga act ctg 340 

Phe Glu Asn Cys Lys Ser Cys Arg Asn Gly Ser Trp Gly Gly Thr Leu 
90 95 100 



gat gac ttc tac gtg aag gga ttc tac tgc gca gag tgc agg gca ggc 388 

Asp Asp Phe Tyr Val Lys Gly Phe Tyr Cys Ala Glu Cys Arg Ala Gly 
105 110 115 

tgg tac gga gga gac tgc atg cga tgt ggc cag gtt ctt cga gee tea 436 

Trp Tyr Gly Gly Asp Cys Met Arg Cys Gly Gin Val Leu Arg Ala Ser 
120 125 130 135 
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aag ggt cag ate ttg ttg gag age tat ccc tta aac get cac tgt gaa 484 

Lys Gly Gin lie Leu Leu Glu Ser Tyr Pro Leu Asn Ala His Cys Glu 
140 145 150 

tgg act att cat gec aga cct ggg ttt ate ate cag ttg agg ttt ggt 532 
Trp Thr He His Ala Arg Pro Gly Phe He He Gin Leu Arg Phe Gly 
155 160 165 

atg ctg age eta gag ttt gac tac atg tgc caa tat gac tac gtg gag 580 
Met Leu Ser Leu Glu Phe Asp Tyr Met Cys Gin Tyr Asp Tyr Val Glu 
170 175 180 

gtc cgc gat ggg gat aat agt gac age cct ate ate aag cgt ttc tgt 628 
Val Arg Asp Gly Asp Asn Ser Asp Ser Pro He He Lys Arg Phe Cys 
185 190 195 

ggc aac gag agg cca get ccc ate agg age act ggc tct tea etc cat 676 
Gly Asn Glu Arg Pro Ala Pro He Arg Ser Thr Gly Ser Ser Leu His 
200 205 210 215 

gtc ctt ttc cat tct gat ggc tec aag aac ttc gat ggc ttc cac get 724 
Val Leu Phe His Ser Asp Gly Ser Lys Asn Phe Asp Gly Phe His Ala 
220 225 230 

gtc ttt gag gag ate aca gcg tgc tec tea tec cct tgt ttc cat gat 772 
Val Phe Glu Glu He Thr Ala Cys Ser Ser Ser Pro Cys Phe His Asp 
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235 240 245 

ggc aca tgc etc ctt gac acc act ggg tct ttc aag tgt gec tgc ctg 820 
Gly Thr Cys Leu Leu Asp Thr Thr Gly Ser Phe Lys Cys Ala Cys Leu 
250 255 260 

get ggc tac act ggg cag cgc tgt gaa aat eta ctt gaa gaa aga aac 868 
Ala Gly Tyr Thr Gly Gin Arg Cys Glu Asn Leu Leu Glu Glu Arg Asn 
265 270 275 

tgc tea gac ctt ggg ggg cca gtc aat ggg tac aag aaa ate aca gaa 916 
Cys Ser Asp Leu Gly Gly Pro Val Asn Gly Tyr Lys Lys lie Thr Glu 
280 285 290 295 

ggt cct gga ctt etc aat gag cac cat gta aaa att ggc acg gtt gtg 964 
Gly Pro Gly Leu Leu Asn Glu His His Val Lys lie Gly Thr Val Val 
300 305 310 

tct ttc ttt tgt aac ggc tea tac gtt ctg agt ggc aat gag aaa cga 1012 
Ser Phe Phe Cys Asn Gly Ser Tyr Val Leu Ser Gly Asn Glu Lys Arg 
315 320 325 



act tgc cag cag aat gga gag tgg tea gga aag caa cct gtc tgc atg 
Thr Cys Gin Gin Asn Gly Glu Trp Ser Gly Lys Gin Pro Val Cys Met 
330 335 ' 340 



1060 
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aaa gcc tgc egg gaa ccg aag ate tea gac ctg gtg aga agg aga gtc 
Lys Ala Cys Arg Glu Pro Lys He Ser Asp Leu Val Arg Arg Arg Val 
345 350 355 



1108 



ctt teg atg cag gtt cag tea agg gag aca cca tta cat cag ctt tat 1156 
Leu Ser Met Gin Val Gin Ser Arg Glu Thr Pro Leu His Gin Leu Tyr 
360 365 370 375 



tec acg get ttc age aag cag aaa ttg cag gat gcc tct acc aaa aag 
Ser Thr Ala Phe Ser Lys Gin Lys Leu Gin Asp Ala Ser Thr Lys Lys 
380 385 390 



1204 



cca gcc ctt cca ttt gga gac ctg ccc cct gga tac caa cat ctg cac 
Pro Ala Leu Pro Phe Gly Asp Leu Pro Pro Gly Tyr Gin His Leu His 
395 400 405 



1252 



acc caa gtc cag tat gag tgc ate teg ccc ttc tac cgc cgc ctg gga 
Thr Gin Val Gin Tyr Glu Cys He Ser Pro Phe Tyr Arg Arg Leu Gly 
410 415 420 



1300 



age age agg agg aca tgc ctg aga act ggg aag tgg agt ggg egg gcc 1348 
Ser Ser Arg Arg Thr Cys Leu Arg Thr Gly Lys Trp Ser Gly Arg Ala 
425 430 435 



ccg tec tgt ate cca ate tgt gga aaa ate gag age act cct tct cca 1396 
Pro Ser Cys He Pro He Cys Gly Lys He Glu Ser Thr Pro Ser Pro 
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440 445 450 455 

aag acc caa ggc acc cgc tgg cca tgg cag gca gcc ate tac egg agg 1444 
Lys Thr Gin Gly Thr Arg Trp Pro Trp Gin Ala Ala He Tyr Arg Arg 
460 465 470 

acc agt ggt gta cac gat ggt ggt ctg cac aaa ggt gca tgg ttc ttg 1492 
Thr Ser Gly Val His Asp Gly Gly Leu His Lys Gly Ala Trp Phe Leu 
475 480 485 

gtc tgc agt ggt gcc ctg gtg aat gaa egg act gtg gtt gtg get gcc 1540 
Val Cys Ser Gly Ala Leu Val Asn Glu Arg Thr Val Val Val Ala Ala 
490 495 500 

cac tgt gtg act gag ctg ggg aag gcc acc ate ate aag aca gca gac 1588 
His Cys Val Thr Glu Leu Gly Lys Ala Thr He He Lys Thr Ala Asp 
505 510 515 

etc aag gtt gtc ttg gga aaa ttc tac agg gac gat gat egg gat gag 1636 
Leu Lys Val Val Leu Gly Lys Phe Tyr Arg Asp Asp Asp Arg Asp Glu 
520 525 530 535 

aag age ate cag aat tta egg gtt tct get ate att ctg cac ccc aac 1684 
Lys Ser He Gin Asn Leu Arg Val Ser Ala He He Leu His Pro Asn 
540 545 550 
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tat gac cct ate ctg ctt gac act gac ate get gtt ctg aag etc eta 
Tyr Asp Pro He Leu Leu Asp Thr Asp He Ala Val Leu Lys Leu Leu 
555 560 565 



1732 



gac aaa get cgc ate agt acc cgt gtc caa ccc ate tgc ctg get acc 
Asp Lys Ala Arg He Ser Thr Arg Val Gin Pro lie Cys Leu Ala Thr 
570 575 580 



1780 



act egg gac etc age acc tct ttc cag gaa tec cac ate act gtg get 
Thr Arg Asp Leu Ser Thr Ser Phe Gin Glu Ser His He Thr Val Ala 
585 590 595 



1828 



ggc tgg aac ate ctg gca gat gtg agg age cct ggc ttt aag aat gat 
Gly Trp Asn He Leu Ala Asp Val Arg Ser Pro Gly Phe Lys Asn Asp 
600 605 610 615 



1876 



acc tta cat tat gga atg gtc aga gtg gta gac cca atg ctt tgt gag 
Thr Leu His Tyr Gly Met Val Arg Val Val Asp Pro Met Leu Cys Glu 
620 625 630 



1924 



gaa cag cat gaa gac cat ggc att cca gtt agt gtc act gac aac atg 
Glu Gin His Glu Asp His Gly He Pro Val Ser Val Thr Asp Asn Met 
635 640 645 



1972 



ttc tgt gec age aaa gat ccc agt acc cct tct gac ate tgc act gca 2020 
Phe Cys Ala Ser Lys Asp Pro Ser Thr Pro Ser Asp He Cys Thr Ala 
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650 655 660 

gag aca ggg ggc ate get get ttg tec ttc cca ggc cga gca tec ccc 2068 
Glu Thr Gly Gly He Ala Ala Leu Ser Phe Pro Gly Arg Ala Ser Pro 
665 670 675 

gag cca cgc tgg cat ttg gtg ggg ctg gtc age tgg age tat gac aag 2116 
Glu Pro Arg Trp His Leu Val Gly Leu Val Ser Trp Ser Ty'r Asp Lys 
680 685 690 695 

aca tgt age aat ggc eta tec aca gee ttc aca aag gtg ttg ccg ttc 2164 
Thr Cys Ser Asn Gly Leu Ser Thr Ala Phe Thr Lys Val Leu Pro Phe 
700 705 710 

aaa gac tgg att gag aga aac atg aaa tgaaccagcc acaaggccac 2211 
Lys Asp Trp He Glu Arg Asn Met Lys 
715 720 



tgagaagect tttcctagca tccgtctgta cat 

<210> 4 
<211> 720 
<212> PRT 

<213> Mus musculus 
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<400> 4 

Met Glu Leu Asp Arg Trp Ala Gin Leu Gly Leu Val Phe Leu Gin Leu 
1 5 10 15 

Leu Leu lie Ser Ser Leu Pro Arg Glu Tyr Thr Val lie Asn Glu Ala 
20 25 30 

Cys Pro Gly Ala Glu Trp Asn He Met Cys Arg Glu Cys Cys Glu Tyr 
35 40 45 

Asp Gin lie Glu Cys Leu Cys Pro Gly Lys Lys Glu Val Val Gly Tyr 
50 55 60 

Thr He Pro Cys Cys Arg Asn Glu Asp Asn Glu Cys Asp Ser Cys Leu 
65 70 75 80 

He His Pro Gly Cys Thr He Phe Glu Asn Cys Lys Ser Cys Arg Asn 
85 90 95 

Gly Ser Trp Gly Gly Thr Leu Asp Asp Phe Tyr Val Lys Gly Phe Tyr 
100 105 110 

Cys Ala Glu Cys Arg Ala Gly Trp Tyr Gly Gly Asp Cys Met Arg Cys 
115 120 125 

Gly Gin Val Leu Arg Ala Ser Lys Gly Gin He Leu Leu Glu Ser Tyr 
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130 135 140 

Pro Leu Asn Ala His Cys Glu Trp Thr He His Ala Arg Pro Gly Phe 
145 150 155 160 

He He Gin Leu Arg Phe Gly Met Leu Ser Leu Glu Phe Asp Tyr Met 
165 170 175 

Cys Gin Tyr Asp Tyr Val Glu Val Arg Asp Gly Asp Asn Ser Asp Ser 
180 185 190 

Pro He He Lys Arg Phe Cys Gly Asn Glu Arg Pro Ala Pro lie Arg 
195 200 205 

Ser Thr Gly Ser Ser Leu His Val Leu Phe His Ser Asp Gly Ser Lys 
210 215 220 

Asn Phe Asp Gly Phe His Ala Val Phe Glu Glu He Thr Ala Cys Ser 
225 230 235 240 

Ser Ser Pro Cys Phe His Asp Gly Thr Cys Leu Leu Asp Thr Thr Gly 
245 250 255 



Ser Phe Lys Cys Ala Cys Leu Ala Gly Tyr Thr Gly Gin Arg Cys Glu 
260 265 270 
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Asn Leu Leu Glu Glu Arg Asn Cys Ser Asp Leu Gly Gly Pro Val Asn 
275 280 285 

Gly Tyr Lys Lys He Thr Glu Gly Pro Gly Leu Leu Asn Glu His His 
290 295 300 

Val Lys He Gly Thr Val Val Ser Phe Phe Cys Asn Gly Ser Tyr Val 
305 310 315 320 

Leu Ser Gly Asn Glu Lys Arg Thr Cys Gin Gin Asn Gly Glu Trp Ser 
325 330 335 

Gly Lys Gin Pro Val Cys Met Lys Ala Cys Arg Glu Pro Lys He Ser 
340 345 350 

Asp Leu Val Arg Arg Arg Val Leu Ser Met Gin Val Gin Ser Arg Glu 
355 360 365 

Thr Pro Leu His Gin Leu Tyr Ser Thr Ala Phe Ser Lys Gin Lys Leu 
370 375 380 

Gin Asp Ala Ser Thr Lys Lys Pro Ala Leu Pro Phe Gly Asp Leu Pro 
385 390 395 400 



Pro Gly Tyr Gin His Leu His Thr Gin Val Gin Tyr Glu Cys He Ser 
405 410 415 



WO 01/09349 



PCT/JP00/05062 



27/54 

Pro Phe Tyr Arg Arg Leu Gly Ser Ser Arg Arg Thr Cys Leu Arg Thr 
420 425 430 

Gly Lys Trp Ser Gly Arg Ala Pro Ser Cys He Pro He Cys Gly Lys 
435 440 445 

He Glu Ser Thr Pro Ser Pro Lys Thr Gin Gly Thr Arg Trp Pro Trp 
450 455 460 

Gin Ala Ala He Tyr Arg Arg Thr Ser Gly Val His Asp Gly Gly Leu 
465 470 475 480 

His Lys Gly Ala Trp Phe Leu Val Cys Ser Gly Ala Leu Val Asn Glu 
485 490 495 

Arg Thr Val Val Val Ala Ala His Cys Val Thr Glu Leu Gly Lys Ala 
500 505 510 

Thr He He Lys Thr Ala Asp Leu Lys Val Val Leu Gly Lys Phe Tyr 
515 520 525 

Arg Asp Asp Asp Arg Asp Glu Lys Ser He Gin Asn Leu Arg Val Ser 
530 535 540 

Ala lie He Leu His Pro Asn Tyr Asp Pro He Leu Leu Asp Thr Asp 
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545 550 555 560 

He Ala Val Leu Lys Leu Leu Asp Lys Ala Arg lie Ser Thr Arg Val 
565 570 575 

Gin Pro He Cys Leu Ala Thr Thr Arg Asp Leu Ser Thr Ser Phe Gin 
580 585 590 

Glu Ser His He Thr Val Ala Gly Trp Asn He Leu Ala Asp Val Arg 
595 600 605 

Ser Pro Gly Phe Lys Asn Asp Thr Leu His Tyr Gly Met Val Arg Val 
610 615 620 



Val Asp Pro Met Leu Cys Glu Glu Gin His Glu Asp His Gly He Pro 
625 630 635 640 

Val Ser Val Thr Asp Asn Met Phe Cys Ala Ser Lys Asp Pro Ser Thr 
645 650 655 

Pro Ser Asp He Cys Thr Ala Glu Thr Gly Gly He Ala Ala Leu Ser 
660 665 670 

Phe Pro Gly Arg Ala Ser Pro Glu Pro Arg Trp His Leu Val Gly Leu 
675 680 685 
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Val Ser Trp Ser Tyr Asp Lys Thr Cys Ser Asn Gly Leu Ser Thr Ala 
690 695 700 



Phe Thr Lys Val Leu Pro Phe Lys Asp Trp He Glu Arg Asn Met Lys 
705 710 715 720 

<210> 5 
<211> 2289. 
<212> DNA 

<223> Description of Artificial Sequence:an artifdicial sequence 
<400> 5 

atg gag ctg ggt tgc tgg acg cag ttg ggg etc act ttt ctt cag etc 48 
Met Glu Leu Gly Cys Trp Thr Gin Leu Gly Leu Thr Phe Leu Gin Leu 
1 5 10 15 

ctt etc ate teg tec ttg cca aga gag tac aca gtc att aat gaa gec 96 
Leu Leu He Ser Ser Leu Pro Arg Glu Tyr Thr Val He Asn Glu Ala 
20 25 30 

tgc cct gga gca gag tgg aat ate atg tgt egg gag tgc tgt gaa tat 144 
Cys Pro Gly Ala Glu Trp Asn lie Met Cys Arg Glu Cys Cys Glu Tyr 
35 40 45 

gat cag att gag tgc gtc tgc ccc gga aag agg gaa gtc gtg ggt tat 192 
Asp Gin He Glu Cys Val Cys Pro Gly Lys Arg Glu Val Val Gly Tyr 
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50 55 60 

acc ate cct tgc tgc agg aat gag gag aat gag tgt gac tec tgc ctg 240 
Thr lie Pro Cys Cys Arg Asn Glu Gin Asn Glu Cys Asp Ser Cys Leu 
65 70 75 80 

ate cac cca ggt tgt acc ate ttt gaa aac tgc aag age tgc cga aat 288 
He His Pro Gly Cys Thr He Phe Glu Asn Cys Lys Ser Cys Arg Asn 
85 90 95 

ggc tea tgg ggg ggt acc ttg gat gac ttc tat gtg aag ggg Uc tac 336 
Gly Ser Trp Gly Gly Thr Leu Asp Asp Phe Tyr Val Lys Gly Phe Tyr 
100 105 no 

tgt gca gag tgc cga gca ggc tgg tac gga gga gac tgc atg cga tgt 384 
Cys Ala Glu Cys Arg Ala Gly Trp Tyr Gly Gly Asp Cys Met Arg Cys 
U5 120 125 

ggc cag gtt ctg cga gec cca aag ggt cag att ttg ttg gaa age tat 432 
Gly Gin Val Leu Arg Ala Pro Lys Gly Gin He Leu Leu Glu Ser Tyr 
130 135 140 



ccc eta aat get cac tgt gaa tgg acc att cat get aaa cct ggg ttt 
Pro Leu Asn Ala His Cys Glu Trp Thr He His Ala Lys Pro Gly Phe 
H5 150 155 160 



480 
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gtc ate caa eta aga ttt gtc atg ttg age ctg gag ttt gac tac atg 528 
Val He Gin Leu Arg Phe Val Met Leu Ser Leu Glu Phe Asp Tyr Met 
165 170 175 

tgc cag tat gac tat gtt gag gtt cgt gat gga gac aac cgc gat ggc 576 
Cys Gin Tyr Asp Tyr Val Glu Val Arg Asp Gly Asp Asn Arg Asp Gly 
180 185 190 

cag ate ate aag cgt gtc tgt ggc aac gag egg cca get cct ate cag 624 
Gin He He Lys Arg Val Cys Gly Asn Glu Arg Pro Ala Pro He Gin 
195 200 205 

age ata gga tec tea etc cac gtc etc ttc cac tec gat ggc tec aag 672 
Ser He Gly Ser Ser Leu His Val Leu Phe His Ser Asp Gly Ser Lys 
210 215 220 

aat ttt gac ggt ttc cat gec att tat gag gag ate aca gca tgc tec 720 
Asn Phe Asp Gly Phe His Ala He Tyr Glu Glu He Thr Ala Cys Ser 
225 230 235 240 

tea tec cct tgt ttc cat gac ggc acg tgc gtc ctt gac aag get gga 768 
Ser Ser Pro Cys Phe His Asp Gly Thr Cys Val Leu Asp Lys Ala Gly 
245 250 255 

cct tac aag tgt gee tgc ttg gca ggc tat act ggg cag cgc tgt gaa 816 
Pro Tyr Lys Cys Ala Cys Leu Ala Gly Tyr Thr Gly Gin Arg Cys Glu 
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32/54 
265 



270 



aat ctt ctg gag get ggg aag tec aag ate aag gcg tea gaa gat tea 864 
Asn Leu Leu Glu Ala Gly Lys Ser Lys He Lys Ala Ser Glu Asp Ser 
275 280 285 

ttg tct gtc ctt gaa gaa aga aac tgc tea gac cct ggg ggc cca gtc 912 
Leu Ser Val Leu Glu Glu Arg Asn Cys Ser Asp Pro Gly Gly Pro Val 
290 295 300 



aat ggg tac cag aaa ata aca ggg ggc cct ggg ctt ate aac gga cgc 
Asn Gly Tyr Gin Lys He Thr Gly Gly Pro Gly Leu He Asn Gly Arg 
305 310 315 320 



960 



cat get aaa att ggc ace gtg gtg tct ttc ttt tgt aac aac tec tat 
His Ala Lys He Gly Thr Val Val Ser Phe Phe Cys Asn Asn Ser Tyr 
325 330 335 



1008 



gtt ctt agt ggc aat gag aaa aga act tgc cag cag aat gga gag tgg 1056 
Val Leu Ser Gly Asn Glu Lys Arg Thr Cys Gin Gin Asn Gly Glu Trp 
340 345 350 



tea ggg aaa cag ccc 
Ser Gly Lys Gin Pro 
355 



ate tgc ata aaa gec 
He Cys He Lys Ala 
360 



tgc cga gaa cca aag att 
Cys Arg Glu Pro Lys He 
365 



1104 
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tea gac ctg gtg aga agg aga gtt ctt ccg atg cag gtt cag tea agg 1152 
Ser Asp Leu Val Arg Arg Arg Val Leu Pro Met Gin Val Gin Ser Arg 
370 375 380 

gag aca cca tta cac cag eta tac tea gcg gee ttc age aag cag aaa 1200 
Glu Thr Pro Leu His Gin Leu Tyr Ser Ala Ala Phe Ser Lys Gin Lys 
385 390 395 400 

ctg cag agt gec cct acc aag aag cca gec ctt ccc ttt gga gat ctg 1248 
Leu Gin Ser Ala Pro Thr Lys Lys Pro Ala Leu Pro Phe Gly Asp Leu 
405 410 415 

ccc atg gga tac caa cat ctg cat acc cag etc cag tat gag tgc ate 1296 
Pro Met Gly Tyr Gin His Leu His Thr Gin Leu Gin Tyr Glu Cys He 
420 425 430 

tea ccc ttc tac cgc cgc ctg ggc age age agg agg aca tgt ctg agg 1344 
Ser Pro Phe Tyr Arg Arg Leu Gly Ser Ser Arg Arg Thr Cys Leu Arg 
435 440 445 

act ggg aag tgg agt ggg egg gca cca tec tgc ate cct ate tgc ggg 1392 
Thr Gly Lys Trp Ser Gly Arg Ala Pro Ser Cys He Pro He Cys Gly 
450 455 460 

aaa att gag aac ate act get cca aag acc caa ggg ttg cgc tgg ccg 1440 
Lys He Glu Asn He Thr Ala Pro Lys Thr Gin Gly Leu Arg Trp Pro 
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465 



470 



475 



480 



tgg cag gca gcc ate tac agg agg acc age ggg gtg cat gac ggc age 
Trp Gin Ala Ala lie Tyr Arg Arg Thr Ser Gly Val His Asp Gly Ser 
485 490 495 



1488 



eta cac aag gga gcg tgg ttc eta gtc tgc age ggt gcc ctg gtg aat 
Leu His Lys Gly Ala Trp Phe Leu Val Cys Ser Gly Ala Leu Val Asn 
500 505 510 



1536 



gag cgc act gtg gtg gtg get gcc cac tgt gtt act gac ctg ggg aag 
Glu Arg Thr Val Val Val Ala Ala His Cys Val Thr Asp Leu Gly Lys 
515 520 525 



1584 



gtc acc atg ate aag aca gca gac ctg aaa gtt gtt ttg ggg aaa ttc 
Val Thr Met He Lys Thr Ala Asp Leu Lys Val Val Leu Gly Lys Phe 
530 535 540 



1632 



tac egg gat gat gac egg gat gag aag acc ate cag age eta cag att 1680 
Tyr Arg Asp Asp Asp Arg Asp Glu Lys Thr He Gin Ser Leu Gin lie 
545 550 555 560 



tct get ate att ctg cat ccc aac tat gac ccc ate ctg ctt gat get 
Ser Ala He He Leu His Pro Asn Tyr Asp Pro lie Leu Leu Asp Ala 
565 570 575 



1728 



WO 01/09349 



PCT/JPOO/05062 



35/54 

gac ate gec ate ctg aag etc eta gac aag gee cgt ate age ace cga 
Asp He Ala He Leu Lys Leu Leu Asp Lys Ala Arg He Ser Thr Arg 
580 585 590 



1776 



gtc cag ccc ate tgc etc get gee agt egg gat etc age act tec ttc 
Val Gin Pro He Cys Leu Ala Ala Ser Arg Asp Leu Ser Thr Ser Phe 
595 600 605 



1824 



cag gag tec cac ate act gtg get ggc tgg aat gtc ctg gca gac gtg 
Gin Glu Ser His He Thr Val Ala Gly Trp Asn Val Leu Ala Asp Val 
610 615 620 



1872 



agg age cct ggc ttc aag aac gac aca ctg cgc tct ggg gtg gtc agt 
Arg Ser Pro Gly Phe Lys Asn Asp Thr Leu Arg Ser Gly Val Val Ser 
625 630 635 640 



1920 



gtg gtg gac teg ctg ctg tgt gag gag cag cat gag gac cat ggc ate 
Val Val Asp Ser Leu Leu Cys Glu Glu Gin His Glu Asp His Gly He 
645 650 655 



1968 



cca gtg agt gtc act gat aac atg ttc tgt gee age tgg gaa ccc act 
Pro Val Ser Val Thr Asp Asn Met Phe Cys Ala Ser Trp Glu Pro Thr 
660 665 670 



2016 



gec cct tct gat ate tgc act gca gag aca gga ggc ate gcg get gtg 
Ala Pro Ser Asp He Cys Thr Ala Glu Thr Gly Gly He Ala Ala Val 



2064 
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675 680 685 

tec ttc ccg gga cga gca tct cct gag cca cgc tgg cat ctg atg gga 2112 
Ser Phe Pro Gly Arg Ala Ser Pro Glu Pro Arg Trp His Leu Met Gly 
690 695 700 

ctg gtc age tgg age tat gat aaa aca tgc age cac agg etc tec act 2160 
Leu Val Ser Trp Ser Tyr Asp Lys Thr Cys Ser His Arg Leu Ser Thr 
705 710 715 720 

gec ttc ace aag gtg ctg cct ttt aaa gac tgg att gaa aga aat atg 2208 
Ala Phe Thr Lys Val Leu Pro Phe Lys Asp Trp lie Glu Arg Asn Met 
725 730 735 

aaa aag ctt ggg ccc gaa caa aaa etc ate tea gaa gag gat ctg aat 2256 
Lys Lys Leu Gly Pro Glu Gin Lys Leu He Ser Glu Glu Asp Leu Asn 
740 745 750 

age gee gtc gac cat cat cat cat cat cat tga 2289 
Ser Ala Val Asp His His His His His His 
755 760 

<210> 6 
<211> 762 
<212> PRT 

<223> Description of Artificial Sequence: an artificial sequence 
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<400> 6 

Met Glu Leu Gly Cys Trp Thr Gin Leu Gly Leu Thr Phe Leu Gin Leu 
15 10 15 



Leu Leu He Ser Ser Leu Pro Arg Glu Tyr Thr Val He Asn Glu Ala 
20 25 30 

Cys Pro Gly Ala Glu Trp Asn He Met Cys Arg Glu Cys Cys Glu Tyr 
35 40 45 

Asp Gin He Glu Cys Val Cys Pro Gly Lys Arg Glu Val Val Gly Tyr 
50 55 60 

Thr He Pro Cys Cys Arg Asn Glu Glu Asn Glu Cys Asp Ser Cys Leu 
65 70 75 80 

He His Pro Gly Cys Thr He Phe Glu Asn Cys Lys Ser Cys Arg Asn 
85 90 95 

Gly Ser Trp Gly Gly Thr Leu Asp Asp Phe Tyr Val Lys Gly Phe Tyr 
100 105 110 

Cys Ala Glu Cys Arg Ala Gly Trp Tyr Gly Gly. Asp Cys Met Arg Cys 
115 120 125 



Gly Gin Val Leu Arg Ala Pro Lys Gly Gin He Leu Leu Glu Ser Tyr 
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130 135 140 

Pro Leu Asn Ala His Cys Glu Trp Thr lie His Ala Lys Pro Gly Phe 
145 150 155 160 

Val He Gin Leu Arg Phe Val Met Leu Ser Leu Glu Phe Asp Tyr Met 
165 170 175 

Cys Gin Tyr Asp Tyr Val Glu Val Arg Asp Gly Asp Asn Arg Asp Gly 
180 185 190 

Gin He He Lys Arg Val Cys Gly Asn Glu Arg Pro Ala Pro He Gin 
195 200 205 

Ser He Gly Ser Ser Leu His Val Leu Phe His Ser Asp Gly Ser Lys 
210 215 220 

Asn Phe Asp Gly Phe His Ala He Tyr Glu Glu He Thr Ala Cys Ser 
225 230 235 240 

Ser Ser Pro Cys Phe His Asp Gly Thr Cys Val Leu Asp Lys Ala Gly 
245 250 255 

Pro Tyr Lys Cys Ala Cys Leu Ala Gly Tyr Thr Gly Gin Arg Cys Glu 
260 265 270 
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Asn Leu Leu Glu Ala Gly Lys Ser Lys He Lys Ala Ser Glu Asp Ser 
275 280 285 

Leu Ser Val Leu Glu Glu Arg Asn Cys Ser Asp Pro Gly Gly Pro Val 
290 295 300 

Asn Gly Tyr Gin Lys He Thr Gly Gly Pro Gly Leu He Asn Gly Arg 
305 310 315 320 

His Ala Lys He Gly Thr Val Val Ser Phe Phe Cys Asn Asn Ser Tyr 
325 330 335 

Val Leu Ser Gly Asn Glu Lys Arg Thr Cys Gin Gin Asn Gly Glu Trp 
340 345 350 



Ser Gly Lys Gin Pro He Cys He Lys Ala Cys Arg Glu Pro Lys He 
355 360 365 

Ser Asp Leu Val Arg Arg Arg Val Leu Pro Met Gin Val Gin Ser Arg 
370 375 380 

Glu Thr Pro Leu His Gin Leu Tyr Ser Ala Ala Phe Ser Lys Gin Lys 
385 390 395 400 



Leu Gin Ser Ala Pro Thr Lys Lys Pro Ala Leu Pro Phe Gly Asp Leu 
405 410 415 
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Pro Met Gly Tyr Gin His Leu His Thr Gin Leu Gin Tyr Glu Cys He 
420 425 430 

Ser Pro Phe Tyr Arg Arg Leu Gly Ser Ser Arg Arg Thr Cys Leu Arg 
435 440 445 

Thr Gly Lys Trp Ser Gly Arg Ala Pro Ser Cys He Pro He Cys Gly 
450 455 460 

Lys He Glu Asn He Thr Ala Pro Lys Thr Gin Gly Leu Arg Trp Pro 
465 470 475 480 

Trp Gin Ala Ala He Tyr Arg Arg Thr Ser Gly Val His Asp Gly Ser 
485 490 495 

Leu His Lys Gly Ala Trp Phe Leu Val Cys Ser Gly Ala Leu Val Asn 
500 505 510 

Glu Arg Thr Val Val Val Ala Ala His Cys Val Thr Asp Leu Gly Lys 
515 520 525 

Val Thr Met He Lys Thr Ala Asp Leu Lys Val Val Leu Gly Lys Phe 
530 535 540 

Tyr Arg Asp Asp Asp Arg Asp Glu Lys Thr He Gin Ser Leu Gin lie 
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545 



550 



555 



560 



Ser Ala He He Leu His Pro Asn Tyr Asp Pro He Leu Leu Asp Ala 
565 570 575 



Asp He Ala He Leu Lys Leu Leu Asp Lys Ala Arg He Ser Thr Arg 
580 585 590 

Val Gin Pro He Cys Leu Ala Ala Ser Arg Asp Leu Ser Thr Ser Phe 
595 600 605 

Gin Glu Ser His He Thr Val Ala Gly Trp Asn Val Leu Ala Asp Val 
610 615 620 

Arg Ser Pro Gly Phe Lys Asn Asp Thr Leu Arg Ser Gly Val Val Ser 
625 630 635 640 

Val Val Asp Ser Leu Leu Cys Glu Glu Gin His Glu Asp His Gly He 
645 650 655 

Pro Val Ser Val Thr Asp Asn Met Phe Cys Ala Ser Trp Glu Pro Thr 
660 665 670 



Ala Pro Ser Asp lie Cys Thr Ala Glu Thr Gly Gly He Ala Ala Val 
675 680 685 
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Ser Phe Pro Gly Arg Ala Ser Pro Glu Pro Arg Trp His Leu Met Gly 
690 695 700 

Leu Val Ser Trp Ser Tyr Asp Lys Thr Cys Ser His Arg Leu Ser Thr 
705 710 715 720 

Ala Phe Thr Lys Val Leu Pro Phe Lys Asp Trp He Glu Arg Asn Met 
725 730 735 

Lys Lys Leu Gly Pro Glu Gin Lys Leu lie Ser Glu Glu Asp Leu Asn 
740 745 750 

Ser Ala Val Asp His His His His His His 
755 760 

<210> 7 
<211> 30 
<212> RNA 

<223> Description of Artificial Sequence: an artificially synthesized 
oligo-cap linker sequence 
<400> 7 

agcaucgagu cggccuuguu ggccuacugg 30 

<210> 8 
<211> 42 
<212> DNA 
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<223> Description of Artificial Sequence: an artificially synthesized 
oligo(dT) primer sequence 
<400> 8 

gcggctgaag acggcctatg tggccttttt tttttttttt tt 42 



<210> 9 
<211> 21 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 9 

agcatcgagt cggccttgtt g 21 

<210> 10 
<211> 21 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 10 

gcggctgaag acggcctatg t 21 

<210> 11 
<211> 21 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 
sequence 
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<400> 12 

tacggaagtg ttacttctgc 20 

<210> 12 
<211> 21 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 12 

tgtgggaggt tttttctcta 20 



<210> 13 
<211> 17 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 13 

gttttcccag tcacgac 17 

<210> 14 
<211> 17 
<212> DNA 

<223> Description of Artificial Sequence: an artificial ly synthesized primer 

sequence 

<400> 14 
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caggaaacag ctatgac 17 

<210> 15 
<211> 20 • 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 15 

tgtctgagga ctgggaagtg 20 

<210> 16 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 16 

tgccatggtc ctcatgctgc 20 

<210> 17 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 17 

atggagctgg gttgctggac 1 7 
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<210> 18 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 18 

tttcatattt ctttcaatcc 20 

<210> 19 
<211> 30 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 19 

gaaagctagc atggagctgg gttgctggac 30 

<210> 20 
<211> 30 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 20 

gaaaaagctt tttcatattt ctttcaatcc 30 



<210> 21 
<211> 20 
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<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 21 

cactgcttac tggcttatcg 20 

<210> 22 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 22 

cttatcaacg gacgccatgc 20 

<210> 23 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 23 

cctgaagctc ctagacaagg 20 

<210> 24 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 
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sequence 
<400> 24 

gcactctgca cagtagaacc 20 

<210> 25 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 25 

aaggtccagc cttgtcaagg 20 

<210> 26 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 26 

ccttgactga acctgcatcg 20 

<210> 27 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 27 
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ccaggtcagt aacacagtgg 20 

<210> 28 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 28 

tgccatggtc ctcatgctgc 20 

<210> 29 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 29 

tcactcggta ccgacacagc 20 

<210> 30 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 30 

atgtacagac ggatgctagg 20 
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<210> 31 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 31 

ctatttaggt gacactatag 20 

<210> 32 
<211> 22 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 32 

gtaatacgac tcactatagg gc 

<210> 33 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 33 

gattctactg cgcagagtgc 20 



<210> 34 
<211> 20 



WO 01/09349 



PCT/JPOO/05062 



51/54 

<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 34 

gtctttgagg agatcacagc 20 

<210> 35 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 35 

cagaatggag agtggtcagg 20 

<210> 36 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 36 

tctccaaaga cccaaggcac 20 

<210> 37 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 
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sequence 
<400> 37 

ggtttctgct atcattctgc 20 

<210> 38 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 38 

atctgcactg cagagacagg 20 

<210> 39 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 
sequence 

<400> 39 - 

catgcagtct cctccgtacc 20 

<210> 40 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 40 
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gaaacaaggg gatgaggagc 20 

<210> 41 
<211> 20 
<212> DMA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 41 

ggactctcct tctcaccagg 20 

<210> 42 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 42 

catcgtgtac accactggtc 20 

<210> 43 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 43 

tctggatgct cttctcatcc 20 
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<210> 44 
<211> 20 
<212> DNA 

<223> Description of Artificial Sequence: an artificially synthesized primer 

sequence 

<400> 44 

catggtcttc atgctgttcc 20 
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